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#in^#:otn:#:&#ttiaMi*©'i4 (adcc mm & 50 B£Lh{&T$-a:s fc^V^ 

»*#ASHtMftbTViS [WOOO/61739, J. Biol. Chem. , 27X, 3466, (2003)3 » 
15 ©$B^te, t h IgGl ^XOtt#©X7x^^-«|Bfc«|«0^*Sffi«)TaS^«Sfl* 

20 a:s*«^«iia-tbTffiVi«jisnTVis. bj^u^fe, mtzi£f£ffim&n<Dm$mmte 
25 -rsttflc^sjB^fcwsubffift-r* £ <h^W0^v^is«^s#-\ii#t-r^± > r^-a-^^o 
30 nrvis. un$i?fc, cin&.©iim^0^t>siite^*SAbfcD^M^#^.feD"rs 

W§W^$ntV^^,-?-OMWJttTH l)^y h©/3-#^ hv-F a2,6- 
i/T U;i/h^ >X 7 x ^-i££ CHO «MSKl#A*r * £ £T«HH©#«7G5fc*lfc ->7;i4»*«#< 
35 #JP$nfcaeJl©8mi3i«'PrfllT!**ili [J- Biol. Chem., 261, 13848, (1989)] , 2) k 

©*JS7C*jBK73— ^ (^T> Fuc fbagflE-T*) ^#iP$nfeHifcM (Fucal-2Galj31-) 
©^^WfiTS^^-t [Science, 252, 1668, (1991)] , 3) 0 1, 4-N-7-fe^;i^;i01*$ 
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>nmmmiu (GnTin) ^mAvrccmm^m^xm^^M-t^^tx^-if^zizy^m 

m&vJM7?3t>%Z.t [Glycobiology, 5, 813 (1995), W099/54342] ^m^^^f Stl£o 
GnTIII ZmAVTc CHO MM&m^Ttrifa*mi2 J &t£M'&\zlZ, MW^mZtttn,fo£}t'< 
5 Tl 6^Vi ADCCStt^Lfe^GnT'III ^§^«/31,4-N-T^^;i/^;i/3^$>te^p^Y 

(GnTv) (DMmmm\tcEommzM^xm^m-rtmB^nx^^>. 
mm<D{imiz&t>&mfc^omm*mhvt^m^mmz. mx.& wga a vulgaris 

• © wheat-germ agglutinin) , ConA ( C. ensiformis fe^fe© concanavalin A) , RIC ( R. communis 
fi3|5CDSlS) , L-PHA ( P. vulgaris &&<D ieukoagglutinin) , LCA ( L. culinaris &3fc<£> lentil 
10 agglutinin) , PSA ( P. sativum &&ff> Pea lectin) fc£<D]sp ; ^>\zM&&mTW£lsXW 
#S.ttTV>* [Somatic cell Mol. Genet., 12, 51, (1986)] . Z.<D&offlfei£<Dmfo\Zfat> 

5 >wi i (Gnu) <DmmsxmisT^zcwmm^mw*m^T/\^^>j~-xmmm 

15 mm*ftT&mfc*§imvrcm&%:mf2>Z\ [J. Immunol., 160, 3393, (1998) ] „ 

CMP->T;i/mh^>7.#-^-^UDP-^^^ 1 — Xh7>Xtf-?—<D$mW*m^ 

-M^r^i$i±fetn:#:<D^{C«5&LTVi75:Vi [J. Immunol., 160, 3393, (1998) ] . 
20 Z\<D£vfe$>, «rtlt^^lx^F GDP-73— X(Ddenovo-g-^S^fc^ViX, GDP--7> 
/ -X £ GDP-4-^r ^ , 6-^^>-GDP- T > / -X (C^^T^^JC^^^MS-r^^^T?^ & 
GDP-V>>-X 4,6-rt H^^-ifO^tt^gTUfe^^MtUTfflV^Cli-e.ADCC 
S'tt<Dl^Vi|S^JiSffl^igL^#:<D^St^bfc^^$nTl/^ [W000/61739, J. Biol. 
Chem., 277, 26733, (2002)] „ CttSO^TKiU N-^U 3>- F^-&1«-g-^«t^M7C*^<D 

25 N-r-fe^;i/^;wn -y- 5>tD6tt7n-xoi^ a ^b «in»j£ ^rasr & v ? > \z 

AAL ( Aleuriaaurantia &3fe(E> Lectin) \zW^c.^7^T CHO-AAL LCA 
(L. culinaris lentil agglutinin) fc!M4£^-r CH0-LCA$<&&l>teLecl3 tfcWS^. 

iBJ^tbTfflViSnTV^,, GDP-T>/— X 4,6-^fcF^~ 

LTtt, JlOffifcfe, T^xajfo^a^g>M^BW5147 <D PSA ( P. sat'ivum ft&g>Pea lectin) 
30 m&^WtVTmiL^ntc?m.3f)m^nX^^ [J. Biol. Chem., 255, 9900, (1980)] „ 

vita* s . ins notfe^«^i#Tii^^fc*, mmm^ adcc 

>^<D73-xo#Jp^<^ D^{c^p$iJ-r^> cii^Sil-eS^oilffc:, PL R l. 3 4> Lecl3 

35 &mm\zm^&w£VT>&rv%mvr£&n*mvT^&±izmmi'\ —n. mummom 
m^mz^t)^mmM^^mmt^Mm^zmmB^(D^^m\^tcmmw^^xm^ 
te£(Dmm&M<D£m*u.frfrm&tezn&Ttz?3i\,> 0 
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x, mmmm^m^xmm^(Dm^^mt^r^m^'Bm^M(D^m^nom^ slum* 

6©i73-x0i^a zmmmmtzm-^-r %> ? j km&r?-fr j v z t v f $ nrm 
mm<DM^&wm.i&m<Dwm\zmmx$>z>, . - : 

$.><D6mz7zi-x<DitiLtfa mtrtzmmmttz M-^-rzwrnoy; ajUs jvzt 

20 -t^t^v^^t^ h^nfe, ±ib (i) \zmm<Dmm 0 

>*^tfx/7y>^ogl5^^bfe, ±wB (1) (2) fcfB«<D«„ 

ib (i) ~ (3) <D\,*~?nfrimzmM(Dmm* 

(5) a-l,6-73^H>7>77i7-m OT<Z> (a) £fc«(b)^S®km& DNA 3^3 
-FT§Me«T&£, ±S3 (4) tf3«0«o 

(a) @B#l#-*f 1 Tr^$tl^*BB^ DNA ; 

30 (b) m&m^ i T^$n^>m*SB^j^ dna f u > F&:£#Tyw ^u.^-r 

XL> fl^O a-1. b 7 >77i 5— tf^tt^^-T^lieM^n— FT & DNA 0 

(6) a-l.e-yn^l/h^^^x^—tf^ KT® (a), (b)S.^(c)^e>^^»6M 

n&^afre&£> ±ta (4) icibioie. 
35 (b) mpm j %5xm-&ti%7$ym.mmiz3$\,*x, l^cDTs/t^^ sm, #A^«t 
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(c) stum- 5 Tgt$n<57 $ smmmt s o%u±<Dmm$i*&-?z>Ts.smmmfrz> 

*o o-l, 6-7 3 ->;V h7>77 x 7~Vm&&m-?Z>W&Wo 

(7) n-^u 3^K^^M«it«^*TO 

i^t a ^bfc»m«B^lsiiT^w^^>^Wtt-e^^, ±12 (D ~ (6) ©wrn# 

5 1 J3t£i2ifc©»&o 

(8) N-^U 3 5> H»^tt^Si»«Ji7G*jB© N-T-k^;^^;Unit^ >© 6>fet 7 

±15 (7) 

io o) mskmmmi!)mMmmm-c$>^ ±12 (d ~ (8) <D\,*-rn&imzwm<nmMo 
(i.o) ■ «i^e«^3-F-r^jieT*^±fB (i) ~ o) cDv^rn^i5ifcia«©j« 

(11) *Se«^'H-^'J 3 3/ H«^*-&a!«F«jS7n5|S«8© N-y-fe^WiOl/Dij-S >© 6 

ttt73-xoite^«JB^ufc«««®swa&vi«^a»T?**±ffi (io) izmmom 
is i. 

(1 2) tlgl^, ia#T&£±f2 (1 0) (11) Kf2ifc©«o 

(13) ^©^9X*«IgGT»*, ±IB (1 2) fcBa*©»WS. 

d4) _kws (i) ~ (13) (D\,*?nfrimzmm<DmM&m\<*z>z£%&WLi:-?z>, m 
20 (is) ±i3 (i) ~ d3) (D^rnfr i mizmwLomm&mMizmmis* mmmftzm 

(i6) mw&nmszm&m&r&*mifis Hy&em* 7xHA'^«»sfciJ/v7a 

-ya>«MI), ±12 (14) (15) fcBE»©2f8s. 

25 (17) «*«t»fc^ *t@f*i^ifitt*s*^itfn§^&< it>-a*«ttuc»in 
-3-3, ±12 d4) ~ d6) ©vi-rn^i3RfciB«©^- 
d8) aniHW^a— r $ y «*i^tr^ $ 6itfn5'>ja:< t 

±12 (17) fcS23R©#*fco' 
(19) £SJ&«i<»Ra*, -f >X U >, -f >X U >«IJf h7>X7xU J;rXT 

30 ;^5>*>6Stftl*^< ±W2 (17) lcf2m©7jfe 8 

(2 0) «f££9raj«ft#t« ^#«tJl?&S±f2 (14) ~ (19) OV^l^HIB 
fc©7j&o 

(21) INj@&%& 1X10 5 ~ 1X10 6 «/m 1 fcWfti«tfI^ftffl*r* £ t 

*mm.t.Tz>, n-^u 33/ F*s^«^aiaMBfi7c*sH© N-y-fe^;i/£Oi/3u-s >cD6fiC73 . 
35 -x© i am&T%mmim\zm j *-Tz>wm<D* 1 j a«^*v * * r v h sn^m© 

(22) ±i2 (2D \z&m<D^mT?mM&m!hmi&mzm4k-£itft'&. ^n-xb-rsc 
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(23) ±ib (2D izmm.(D-%ikT»n> s n& , mifn.mt&m \z%m ifeN-^un ~> vm^is. 
(2 4) ±fE ( 2 2 ) (ciB«©^-e#e.n^, tt^ifc^iKbUfc n-^u n ~> F^-a-is 

-&MMS7C*^© N-Tiz^^;i/nitS >06tC73-XO 1 ^aM^T^SM^Kii 
(2 5) ±|S (2 1) (2 2) iC|H«<D7jfec 

io (2 6) mto.m%mmm&^m^&&, ±m (2 3) \zmm<Dmmo 

(2.7) SA*Si!i«aSiT^§> ±15 (2 4) \zmffi<Dt7U->MMW* 

j^tf, *5£W&mmizmm~r% a 2003^10^ 9 aizmm-znrcB&w&ffttim 

2003-350166 ^<Dm?um$:&m?Z>*><DX& 0, ^M^ffiSKDHJ^ffl^ctOTtSfcfBm^tl 

15 ^rt^^^-r^. 

■ n^-^yo^mzyu—xoimfia ^-rzmmmizm^T&mmw ; A»e^v ^ 

. ? j A±(omMmm\zx^ mm, mA&&zt/&tzm*to£^rd&mim(D&^* 
ft?z\t&\,*5 0 z\<D£?\z<!km2ntc¥s &mfc?<Dmi&rcumm*^&zmM't%>z\2i 

bfc^T, *H©tttlT!t MMi§^^HKfc;b7c> a-i/6-:7:?-;M«flW*©, 
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-L- 7 n ^-if ft Zifi & tf 5 ti & o 
l&^a^1-££j&£i£#£^£^ 

^mm\Z^T, a-\,6-y^izy)Vh^>Xy^y—i£tVX\t, TSB(aK (bK (c), (d), 

(e) , (fK (g)fe«»Vi«(h)<7)DNA^3-H-r^MaK, £fcfcrBB(ih (jK (k), (1), (m), 
10 (n), (oK (p), (qh (rh (s) &3U>«(D ©aSfSft^&tf 5^. 

(a) . @3^J#-^ 1 £ n&mXgE?!l^ 5 ft £ DNA 

(c) mmm^ 3i!«$ n^ssa^ s ft & dna 

(d) iB^j#^4T^$n^ss@a^j^e./^^>DNA 

15 (e) i3^j#^ n?«§ nzmmmmfr e. ft £ dna t x h u > s> x > h ft w ^ u ^ 

. XU ^a-l,6-7n^l/h^>X7x^-if«tt^-rsMe«^n-H-^-g)DNA 

(f) lE^^2Ti»g£n&i£*i3^Sft& DNA £X h U >yi>f Wt/W7*'J^ 
XU #0 a-1. 6-7-3^ h 7>X7i7- if^tt^W-r^MfiM^n— * DNA 

(g) IB?iJ#^ 3 T^Stl&i&gBa^Sft-S DNA tX h U >5>x > bft^#T7\-r ^ 
20 XU Aoa-l,6-7ai/Jl/h7>X7x7-iffitt*tt5Seil*n- F-T&DNA 

(h) m&m^4^mi£ft&mmimft*>te% dna £x h u >$>x > hw?;w7u ^-r 

XI, 6-7 h 7 >X 7x7-1fffif &ft5I0K^3- FT£ DNA 

(i) SB^lI#^51?*$n*T^/mB3^&^§g^^ 
(j) E*J#^6T^$n*75yBfeE#l*>Sfc*aBK 

25 (k) E5«l#-9 7T?^sn*75y»K5»J*»6^:*aa* 
(1) @25>J#^ 8 Tg^nS 7 5 7 WJ^ 6ft 1*161 

(m) fi9>J#^5T3SSn*T5ygiBB^Jfc*J^T, 1 «±©75 Itife* if A*5«k 

^/s^tt#jps tifer ^ y mama* ^^^a-i.fi^n ^ h7>x7 x 9— k 

30 (n) B2^J#-^6T«SnST5/mB3^I^ViTs m±©75 7t*m J$A*5<fc 

tf/$fc«f^sn&7 ^ J mmnfr ^DJoa-u-73 h7>X7 x ?7-if?£44£ 
(0) m^m^7^m^n^rs.ymmmz^x, m±cD7$;n*m m }fA*± 
35 ^r-r««e» 

t^/*fctt# jps nfcr 5 / m@H^j^ 5 ft o , *>t> a-i, 6-7 n ->;i/ h?>x7 i?-ifgtts 
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(r) BB3?y##6T*Sn-STSyiftK3?Ui:8 0 *&±©ffiratt£%T*7 5 5 
D, 6-7 n ->M^ 7 >X 7 x 7-«^ttl>ISS 

5 '(s) @B2?>J#-^7T«$nST^ymB39iJt8 OXKiOfcWttfttf-TfcT^/M^Sfc 

(t) BJSt* 8T«Sn*75 /•BWt 8 0 Xtt±®«Bltt*#t*73 yiBW^Sft 
0, a-1, 6-7 3 h 5 >X 7 x 7-ifffitt$tt5lfiI 

sn*naHB3W**rr* dna b u >> ? x> s^^#t/w 7*u ^ xu a-i, 6-7 3 
^h7>77x7 — s r 5 y ^sa^u * 3 - kt & dna & wr s n-s> . 

*SMIfc$3V>T, Xh'J>^x>h^#TT;7W7'J^Xt§DNAtH #J;*LfcSga#l 
#^§1, 2, 3*fctt4Tksn*4S^ffi^J**T*DNA^20DNA*fctt-€-0— fflJCDWr 

15 Jf £7°o-7*i:LT, 3D-- • /W7*U^if—>a>fe 7°7~7 • /Vf 7*U 7*-T 

3>&&SV>«*Hf>7*n-/ h/W7*U^-r-if— ; -/a >&m*m^Z> ££kl<fc ?M#£>*l5DN 
A£jftl*U JWftWKltt, 3 3-~^^>Vi«7 Q 5-7**©DNA?r@^bUfc7^;^-^ 
ffi^T, 0. 7~1. 0M©^b^-hU9A#«ET, 6 5*CT/vr 7*U^if— >a >£fr^ 
7cm, 0. l~2MSCSSCgi (liItOSS»«il 15 0mMlfttb 

20 U>7A, 15mM>X>Kth'J!>A«fcD&«) 6 5t^#TT7^M-Wt 

*Cifc«fcpTO-C*SDNA**W , SCli:*«-Cfr*. /W7*U v'a >te, Molecular 

Cloning, A Laboratory Manual, Second Edition, Cold Spring Harbor Laboratory Press, (1989) 
^l^a.^— • 7 n— ~ >7*^ 2 JK-hP&T ) , Current Protocols in Molecular Biology, 
John Wiley & Sons, (1987-1997) (£TF, # V> V • 7°3 h 3— ;UX • -f > • ^ ; 

25 /W^nv 5 — iB&^")> DNA Cloning 1: Core Techniques, APractical Approach, Second Edition, 
Oxford University (1995)#KfBf£$nW£:£ffiK:2pUTfT3 £ £7&ti?i*S. ;W7U^ 
XsnBfeDNAtbT^Wfctt, 2, 3*fctt4*C3l$nSifiSfi5>li^< 

£*>6 0XK±OffiRttWSDNA,ff$U<tt7 0 %^±, «fc OJf $ L < tt 8 0 %£U:, 

30 tt$3rr*DNASfctf*E£#T?£*. 

^h7>X7i7- tf«tt**-rs«a^t«, 7n-n>7*^2IK> *U 

>h • 7°n h3— ;i/X--T >-^ei/^raL^— • ;HtD5;- , Nucleic Acids Research, 10, 6487 
35 (1982), Proc. Natl. Acad. Sci., USA, 79, 6409 (1982), Gene, 34, 315 (1985), Nucleic Acids 
Research, 13, 4431 (1985), Proc. Natl. Acad. Sci USA, 82, 488 (1985)*PKltB4fcC!)«MMfr 
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(DmmtemMtsnfcw*. ±m<Dffi&&mm&&mAm&<Dmton&mz£r), mm 
% b < «#intf tr o , 0g*.fc£ i ~#-hb, » * b < » i ~ 2 o ffl, «t o * 

(Dffimm&mv, a-i, 6-73 vjp h 7 >^ 71 t5ieii«> blas 

T [J. Mol. Biol., 215, 403 (1990)3 ^FASTA [Methods in Enzymology, 183, 63 (1990)] 

*^r-r«aa«i^< <£:%8 0%R±,$f£b<te8 5X£U:,<kD$M;b<«9 0%£Lk, 
10 S6C»tl/<l49 5XK±, »l:»SKtt9 7XK±, i«L< «9 9 %£JLk-?&£ 

ITU ' 
15 (a) a-l,6-73-X4WB|f»*©«^*«W2:bfc»^^O^i* 

i w am&vtzmmmmzim?z> u?^>Km&fcmmn&m$i-rz>M&m^z> z. t \z 

&mmz§zW'?%fc\,>mmsk±~e$>Q, ift-£i><u, ^VAite^v^^r^h^n 
&mft<DMm*&g'T?%tz^Mmiimmm> * o # * b < « 2~5 0, 3 5 b < a 10 ask 

25 *mw\z&\<>T, ±^&mm-znte\,*ut7^>(Dm%}Mmt, mMmzfeVTm%fe#>n& 

k^ifi, jllft 10Mg/ml~10mg/mK $?£;b< \t 0. 5mg/ml~2. Omg/ml T&§„ 

30 A ( Lens Culinaris &5feff> Lentil Agglutinin) X>F>> , 7^1/75 1 >PSA ( Pisum sativum 
Efe5fe© Pea Lectin) , 757/l/i'?>VFA ( Vicia f aba Agglutinin) , b-fD^ 

^ I 7>#'Tb;7^>AAL ( Aleuria aurant i a &3fe<£> Lectin) fcEtf&Vf 6n5. 

35 2. fcffi*© tfsn*. »««IJB©*#«!li:bTia, x-XAAX^HWHifi 

i^*5l5©CH0«, .^y h^XD — V«^?YB2/3HL.P2.G11.16Ag.20M 
* T^^SXD— T|fflJIS«cNSO»IJ!a> ^*7*5XD— VfflJJB#SP2/0-Agl4lttll&» ~>UT>AA 



WO 2005/035740 



PCT/JP2004/015315 



9 

aims, m&mm. &Ntftmm&zifi*>vf*>nz. »^u<«> tKfttezomm&Komk 

yyAjftew/y^T^h*n*K«r©iifi (ot, sn«ai8uai:'b«rr) «, a-1,8-73 
y 2 7V h 2 n^ttr© nso « t bttt, aw ^-/^^ j u s>— (bio/technology) , 10, 

10 169 (1992), A-f •t'rZ J ni?— • /H*l>yr7U >^(Biotechnol. Bioeng..), 73, 261, 
(200l)^©Xlttfcf3*$nTVi*NSOIfflJ!635«»frf6ns. ffi-fbW5«Bf«maH5g<fiff fc 

SfikSnT^SNSOlffliaac (RCB0213) , ^§Vi«CinS^*^>!r^jfil»^tClKb$-B:fcM 

VJbSk&fifiJ y&TVh tsn*&M<D SP2/0-Agl4 ffllg £: btll v^-^P • ^ • 
15 A/n>>— (J. Immunol.), 126, 317, (1981), ^3^ — (Nature), 276, 269, (1978) , b 
a.— T>^-f^X^X« T> H • A-f y'J F—vX (Human Antibodies andHybridomas), 
3, 129, (1992) ^OXlKK:flB«$tlTVi*SP2/0-Agl4aiIIS*«*W r 6n*. ATCC KlSfcft 

$nTVi§ SP2/0-Agl4« (ATCC CRL-1581) &&W$Z\nZW&UXfemif!Lffi%mz.mfc-£ 
*fcMt!jc "(ATCC CRL-1581.1) ^2t>*W5tl*. 

ITU Journal of Experimental Medicine, 108, 945 (1958), Proc. Natl. Acad. Sci. USA, 
60, 1275 (1968), Genetics, 55, 513 (1968), Chromosoma, 41, 129 (1973), Methods in Cell 
Science, 18, 115 (1996), Radiation Research, 148, 260 (1997), Proc. Natl. Acad. Sci. USA, 
77, 4216 (1980), Proc. Natl. Acad, Sci.. 60. 1275 (1968), Cell, 6, 121 (1975), Molecular 
25 Cell Genetics, Appendix I, II (p883-900)^O»^I2ft$nTV^ CH0 flUB#*$If Stl^o 
ATCC £3£gi£nTV>3 CH0-K1 W (ATCCCCL-61) , DUXBlltfc (ATCC CRL-9096) , Pro-5 
W (ATCC CRL-1781) ^, TfrlkcD CH0-S W (Lifetechnologies %bgg Cat#11619) , 

n 6 umfom&Mizmfctsttmwte e % & vf s n# „ 

30 YB2/3HL.P2.G11.16Ag.20«i:bT«, TS/Agl. 2. 3 Mifi (ATCC CRL-1 631) ^SttStSn/tflt 
ft»Ua*«^Sn*. J £<DM t fa$}feM£.\sTte, J. Cell. Biol., 93. 576 (1982), Methods 
Enzymol. 73B, 1 (1981)^©^fc|B«$nTV^YB2/3HL.P2.Gll. 16Ag. 20mfa&$>Vf 5*15. 
ATCCfcSflfcSttTV** YB2/3HL.P2.G11. 16Ag. 20 « (ATCC CRL-1 662) 
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^••J^ 7>^bu>}£> ill, ^af'f>C,- Jto.W@H^VlL jfoMHB^VIII, 
MIHSf ix, jftL««HEg^x» jfiLW@H.Txn, MM*;hb>, ^^W.^;^ 

10 >, (egf) , M-mmmmm^ (hgf) , «9vim hit^as^, t^h>, 

SfcttWSH^ (SCF) , -f>^-7iD>a, -f>^-7iD>j3 1 -f>^-7xO 
11, RTit-f>^-n-Y*>4§m JMJ^EH^a, Dnasel, b>^~ if, 

foMmk o, adcc ^tt^^-r^^ii^^^f^ c tan?^. 

mm<v n tsgio^i 4 #© i hmm<D n ^wjo^j 2 k<d 1 <^n^*n 100 ^j^yt) vm 
i£i%mmtmtnz>o ^^-^tm^mmommmz^y) i § g, igM, i s a, igD, i g E©^7 

30 IgG^^Xtt^#M^©ffi|lH4fcj:D, igGi~igG4o-y-^^x^m^n§o 

N ^tiJJ; D VH, CHI, CH2, CH3 <D A~D^ ifu?\) > FpW >fc^tl, CHI 
iCH2<DF^ic«k>^^^P?«n^^»'l4©iifV^7 P ^HM^^o> CHI i CH2 LtimW 
t>^^OT<D CH2 t CH3 ^S&S$f ignite Fc ^tl^fcm, N-^U 3 5/ 

35 j0E#-f KKf«; FJ§C#|g 5 M, 2000 ¥2^10 05fifif, P&iUffli, ta^X^AP^, 1994 
# 1 £ 25 BfcJJK, «lA«t&) . 

M^t'oiifii©!®! zt&mftiKDm&m&tzj:*)^ 7XK7#>±m&'t&m 



WO 2005/035740 



PCT/JP2004/015315 



11 

m (1989 50]. 

i 



±FucOf1 



±Gal#1 -►4GlcNAciSl ■*-2Mana1 ^ | 



6 6 
±G!cNAcjS 1 4Man0 1 ^ 4GlcNAcj8 1 ^GIcNAc 



±Gal B 1 4GlcNAc£ 1 2Man or 1 



3 



5 

N-^'Jnv'Hie^iitbTH fc^iTSKSns©37*&£#t-*%>©tf&tf&*u 

10 fl9fc#5* 1 X-N-r-fe^;l/^;i/n+f-5 > (OT, Gal-GlcNAc t.mtt%>) ©&£MfrbT 1 

fc>>bKM**:*:#U Mid Gal-GlcNAc 0#«tc*MJ(Cv'T;^ /t-f-fe^TVf >^© N-T 

15 1 $HWc D 2 #©«&**!»£■ bWS. ttfr^fclS^-rS-N-^Hl ~> H^Wib 

©iWH^**-r*st^w6#i^*nTViT«b«kVib, *tifc©jifcsi»$i 
25 ^m^^^i^^nsFc^fc^rs^N-^un^H^^siiBsm©^^, «hwb 
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*5BM©tft#«fi!6*'*' testis Fc fH*fctt-&*r*^N-^ U 3 ~> H«S'&«'&ffittrt«© 5l3> 

io <«5 o%^±, u<«i o o%T&s^«u&W2&tf ens. 

y.y Atit&rfifi; vztvy fsnzms<DMm*£&?z&fam&vo& o adcc mmm 

20 ioo xT»*st*Ma(»ft, *fc«^t#:m^%4 i ^sns. fc mmzm&-?& n-tt u 3 ~> h 
fc* o nznzftimmmte. mmmm^m-r^^^r^ «v> adcc 

30 ADCC*£'l4<h«> ■^^©IBIIiaSHttJR&^KllS'&bfcfit^, #W*Fc«« 

tX7x^^-«SI±l:#ftt§ Fc l/t^-tO^^UTX7i^i5'-a)lS^ 

;i/7T • T> H • TT'Uir-v'a >X (Monoclonal Antibodies: Principles and Applications), 
Wiley-Liss, Inc., Capter 2. 1 (1995)] 0 JL7 x.& &—mMthTfe, ^5— iWJIS, 
35, iBIJia, Sttte3ft&^*n:7r-5^#&tfSn<5. 
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ir&iiiasT**. jJ8«S-&fcttfj«SHPABD-PADfe[^^-^-;P-^ - U^y.H • 
Th^^-f — (J. Liq. Chromatogr.) , 6, 1577 (1983)] T^Wf S C tC±oTt»fttT 

M*H3tkS*B»'T«»tt#ily'rtt, £tGD2in:#: (Anticancer Res., 13, 331, 1993) , 
10 taGD3^E#: (Cancer Immunol. Immunother. , 36, 260, 1993) , taGM2tn:#: (Cancer Res., 54, 
1511. 1994) , iaHER2ix#: (Proc. Natl. Acad. Sci. USA, 89> 4285, 1992) , trt CD52ia#: 
(Nature, 332, 323, 1988) , taMAGEifi#: (British J. Cancer, "83. 493, 2000) , trtHMl.24 
^(Molecular Immunol., 36. 387, 1999Xta^ WA^^^W^S (PTH r P)fcx#: (Cancer, 
88, 2909, 2000) , £aFGF8£n:#: (Proc. Natl. Acad. Sci. USA, 86> 9911, 1989) inMM'&M 
15 mmam&Mmttit* ttFGF8Si$ftK# (I. Biol.' Chem., 265, 16455, 1990) , 

m^mm^mmmmm^^tn^M^ ^mmm^ifimL Neurosci. Res., 40. 647, 

1995) , W( U ynmm^^W^iW (J. Neurosci. Res., 40, 647, 1995) » tiiPMSA 
. $iW (J. Urology, 160. 2396, 1998) , inlhmiHgiMffiMmm^ttfe (Cancer Res., 57, 4593, 
1997) £fcfem]lllMftfcmi&mmm^&&#&& (Oncogene, 19, 2138, 2000) , iaCA125^i: 
20 1fcn-Ufflt. £a-f >5^U >av/3 3in#\ ta CD33 tftfk ta CD22 £ri#:, ^HLAia#, ia 

HLA-DR ^#\iaCD20#i;#:,£tCDl 9 $HfcMEGB (Immunology Today, 21, 403, 2000), 

iaCD10ia#: (American Journal of CI inical Pathology, 113, 374, 2000) ?zEtf$>tft>tlZ> 0 

#: (Immunol. Rev., 127, 5, 1992) , tn-i y$ — D-f 3r> 6 §£##ta#; (Molecular Immunol., 
25 31, 371, 1994) » ta-f — n-f 5ta#: (Immunol. Rev., m, 5, 1992) > irK 
n-r*>5£###i#, ia-f >*-CK *>4ia#: (Cytokine, 3, 562, 1991) , ia-f 
D^=^>4§M#: (J. Immunol. Meth., 217, 41, 1998) , #tiKllMk?EH?!ft# (Hybridoma, 
13, 183, 1994) , M«^5EH^##trC#: (Molecular Pharmacol., 58, 237, 2000) ,.ia 
CCR4ia#: (Nature, 400, 776, 1999) , Wrtt'i (J. Immunol. Meth. , 174, 249, 1994) , 

30 fcvJr^r^K >%mW$iW (J. Exp. Med., 186. 1373, 1997) , ttlgBfitflc, ia CD23 tftfk Jit 
CD1 la ia# (Immunology Today, 21, 403, 2000) . trC CRTH2 #E#(J. Immunol. , 162, 1278, 1999K 
£aCCR8ia#: (W099/25734) , in. CCR3 ia# (US6207155) StL*. 

liaS^fttelWjgTS^^fBil-rsttfrfcbTtt, fctGpIIb/IIIata#:'(J. Immunol., 152, 
2968, 1994) , taJM^Sjfcif JfiBTOft (Science, 253, 1129, 1991) , taJfl/J^fi^JiJfi 
35 B^:£&#tt# (J. Biol. Chem., 272, 17400, 1997) *&fc^]fiL«»HB™# (Circulation, 
101 , 1158, 2000) &£*t&frf 6*15. 
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DNAfcvft (Immunol. Letters, 72, 61, 2000) , CD1 1 a info, JaICAM3^C#, tri CD80 trC#:> 
#l CD2 fct#> ia CD3 6x#:> ia CD4 #K >rt? U > a 4 j3 7 tft#:, CD40L tftffc, $t IL-2 

S/Sfl^ifr (Immunology Today, 21, 403, 2000) £>n£„ 

^>f;i/^*SV>tt»||ffJfi»teHaiT*tt®*B»^*tt#tUTtt, trCgpl20fei#: 
5 (Structure, 8, 385, 2000) , kcD4"ta#: (J. Rheumatology, 25, 2065, 1998) x tft CCR4 
£v(*s tn!^n#^irt#: (J. Clin. Microbiol., 37, 396, 1999) ZtlZ. 

10 £^Sftfcil£^TS^te£*TSfc©T?&nfc^ 

20 HV VH t «bfW) * J:im*MSilWaE«* (KT, L m t bT LY SifcW: VL i: fe 

fW) tt h^omm^mm oar, ch t*>sssrr) &£tffc hftfovmrnfe^um (ut. 

CL thffir?) t^63fe<5gt#*a**r*. th^t^tUm V<?X, 9vK aax 

25 ^ D-t;i/ft#:«4it5;\'f ^'J K-T<fcD, VH&£tfVL £ 

H-TS cDNA £3tfSU t h£a#CH:fcJ;££h h£ri#: CL H-TSJtt^ *^"r*lS*«B 

bhS**9#Mfc©CH£bT«\ kHAyWy> (£TF, hlg fcUBTn 
30 fc£v^&5fc©^&«};V^hIgG^X©fc^ 

hIgG2, hIgG3^ hIgG4 ^Viofe-y-^^X^Vi-ftlfeffiV^eii^i?^^,, hM^ 

©*JBV>* 

t hfflCDRfMlttftftt*, h h &*!.©»*&©«#© VH * <fc^ VL © CDR 075 / i?@2?iJ£ t h 
35 tt#©YH*S«krXVL©5fi«&fi:*fc^*bfctt#*V>5. ' 

fc hSICDRUf«ffiE#:tt, t h^©ljtf©^C#:© VH^«k^ VL© CDR BB^J Affile© t hia#: 
© VH ^J:rX VL © CDREJIIfc^ttbfc Y««S3— cDNA £$?t^U b hirrtfc© CH & «fc 
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t'bMCm&m&i&O CH £bT«, hlg \zm-?nm*frU2>'b<D1?%£.^-t)^ hlgG ^X© 
fc©#WilT&9, J5£hIgG^Xte:|it"&hIgGU hIgG2, hIgG3, hIgG4 iV^-p feit^ ^ 
5 X©^Tn%JE^£££#5-eit£. hhMCDRgJ*ttft#:<DCL tbT«. hlg^-Ttltf 

&©!?*>£<> /c^X&&V>ktA#7X©fc©£^&£<h^T€& 0 

10 ta^fe^Sn^o 

fc>#:ft MAfc£, b b*»U >AS££#IitU EB ^--OI/X^*^^ 

b htfafc? r-5?9K ^ U -ttu b H B Silbfc^I^^7 r-5?3ie^fc 
15 nx-f* z.k\z& D Fab, — *^#^©Jt#»fM-S7 r-^®fc5ESS*fc5-f ^9 U - 

MKUtfe?X^W^fc«t 0 , 2 #©^£ft YLm&£.T$ 2 *<D^±fc L b htn#^ 

.^v^o x"^xEttM^t h^itfe^^SAb, mm'vmmMzmwy 

35 WHioc^iacom 0K««*j;tfra3*#**Bfcu ^«as*j:w©3EaM* 

CH2l!H«l'ate#ft-rsi#B©TX/ , «7^r>»*'&tHH«?£V5"5- IgG i^X© FciK#«, * 
Ayh (Rabat) S© EU Index l»~Jr>vX • • ^nf-f >X • • -f A/ n>?^;i/ • 
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-i>$V7sY (Sequences of Proteins of Immunological Interest) , 5 lh Ed. , Public Health 
Service, National Institutes of Health, Bethesda, MD. (1991)] ©t>A*'J 226 #@ 

KLVT\$, M&m\z.\ts HlOfi^ HM©2ft#:;fc£aWfen5. 
5 Fc^^WT^iH-a-MfiKtbTtt; &#©FciTO*^ie##**W^#©WH-£» 

( i .) »*©jfte^&«« t ufcflte^awdo^tt 

-1, 6-7 3 ->;V h7>X7 a -L-T7 3 >^-1f&.£ j&Wf^nS . 
V^&WSs'bfi^SnS.' *©«itm ffi^lti^.^, RNA-DNA oligonucleotide (RD 

o) i/hn7^;w^^m h 5 ^^^vsjfi^fc* en*, sxtz- 

. (a) ffira»tft^.J£fc«k**58WO«BIIS©^* 

Si-S-ftiOfllWJI^FOafeS^tt^ Manipulating the Mouse Embryo A Laboratory Manual, 
Second Edition, Cold Spring Harbor Laboratory Press (1994) CKTF, ^-HaKf-f 
>^r . ^ . ■ X>7*U* • 7 : HJ — • ^~aJ7M <h»&-r) > Gene Targeting, 

25 A Practical Approach, IRL Press at Oxford University Press (1993), n^^^ZL^y JV-y 
U-X8 ^->^-y^^-f ESlffi^ffl V^fc^ST 7 7s ©f£§t ^±tt (1995) (KT, 

30 MbfccDNACiimi^f, a-l,6-73-Xlii$©^VADNA5iiit§. 
2. fc«Btt©fflJI&tf*fcWP5ft*. 



WO 2005/035740 PCT/JP2004/015315 

.17 

cDNAOlSM ' • 

5 HSLfctRNAXttmRNAd^cDNAM^'J-^tS. 

a-l,6-7n-X^fidi^*(DK^DT5/mSH^J^ HAfctt: h®7S. /Wim^l \Z&^X. y 2 
^i^Wf^^T-^SU #iLfecDNA7^^7U-MtbTPCRft 

#TO£itfflJi§©mRNAte, TfJlSO i fo©(#!l^«Cloiitech%l:)^ViT ; bJ;V^, ^T©^t 
<#^^m^e.PMbT ! fecl:^ 0 #fM^5^RNA$llt5^iUT}i, J- 

(Methods in Enzymology), 154. 3 (1987)] , m.^*^ >m.?y -z?> • 7x./-)V- P 
. 15 D'DWA (AGPC) m [T^-U .^^^;i/-n-r ^-^"5 XhU — (Analytical Biochemistry), 
162 , 156 (1987); SiJ^I5*¥\ 9, 1937 (1991)] &£/0WfSn£o 

^RNA*5po 1 y (A) * RNAtlTmRNA^iltS^tUTlt. :frU 
(dT) ^fb-tr;Un-X7J^A& (^et^^- • ^n-->^!2i) mm$>Vft>nz> 0 ' 
Fast Track mRNA Isolation Kit (Invi trogen ft) > Quick Prep mRNA 
20 . Purification Kit' (Pharmacia It) tz£<D3ry h£^3££fc£0mRNA£p$rr ; 5;i<i: 

)k\Z, P®bfc=&@^^fflJ3amRNA^5cDNA^^y^U-^®|-r^o cDNAK 

-i > • ^l^cx^— • JM^-U-J— , A Laboratory Manual, 2 nd Ed. (198.9)^{rf3St$nfc^' 
25 ^&SV>terp"p£>3 1 y h>^JA^ Superscript Plasmid System for cDNA Synthesis andPlasmid 
Cloning (Life Technologies ft) > ZAP-cDNA Synthesis Kit (STRATAGENE ft) ^M^^ife^ 

30 ZAP Express [STRATAGENE ft> X h X (Strategies), 5, 58 (1992)] , 

pBluescript II SK(+) [X i7 V-iv9 • Tzsy H • U+r— ^(Nucleic Acids Research), 17, 9494 
(1989)] , Lambda ZAP II (STRATAGENE ft) , AgtlO, Agtll [f>f — X*X— • ^7 n-~ > 
& m T • -?7i7 : r4Z))}/ - T^O— ^(DNA cloning, A Practical Approach),!, 49 (1985)] ^ 
A TriplEx (Clontechft) , AExCell (Pharmac i a ft) , pT7T318U (Pharmacia ft) , pcD2 pE 

35 l/=^rL7— • ir;p^— • /W^-Dv 5 — (Mol. Cell. Biol.),- 3, 280 (1983)] &J:EKpUC18 Li? 
— XGene), 33» 103 (1985)] £ t,ifi^^> 0 

cDNA 77V-&fcU^%fc&<Dm3im±MtVTte. te^T&n^V^tlTfcJi 
*£ij&*T?€r*j&«, i8 t *U<tt^d»l8r^Vi6tl*. JWfcWfctt, Escherichia coli XLl-Blue 
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MRF' [STRATAGENE X hy^i?— X (Strategies) , 5, 81 (1992)] , Escherichia coli C600 
[S^x^tV 97s (Genetics), 39, 440 (1954)] , Escherichia coli Y1088 [+r-fx>7s 
(Science), 222, 778 (1983)] > Escherichia col i Y1090 [1MX>7s (Science) . 222 , 778 (1983)], 
Escherichia coli NM522 • - ^EV^-^y— -/Vf ^U-J— (J. Mol. Biol.), 166, 

5 1 (1983)] , Escherichia coli K802 Ci^-v — • • ^V^ra-z?— • /t-f *3rX2i? — (J. Mol. 
Biol.), 16, 118 (1966)] & ^^ Escherichia coli JM105 [v 5 — >(Gene), 38, 275 (1985)] 

10 [i^-XGene), 138, 171 (1994); v*->(Gene), 200, 149 (1997); ^M^M 

m, il» 603 (1996); SUfclg^, U, 2491 (1993); c DNAi? U-~ >^(^±%t ) (1996) ; jft 

fc=??-i77V-<Dftmmm±#:) (1994)] ^m^rmuvtccDNAy^ ^u-^.ot© 

a -1, 6-7 n -xwio 7 5 j mmmzm^x. mr 5 y g£ie?y£ a - ft s c t 
15 . MisnzmMmmv 5'M&£zfvm<DMMmmiz<&&mt£7 : i?ai* tv^v-s 

ftMHU f^fiUfccDNA^^'J-StlSibTPCRjSfe [fcf— — 7—)V; hZl— 
;i/X(PCR Protocols), Academic Press (1990)] ^JS^TDNA©:^!^? Z\L\Z&K). a 
-1, 6-73-7Wi$n- FT*jte ; ?WfJi-£lR#-ta E 5. 

3M£ b fcjft WWf a -1 , 6-7 3 — * 3 — F "T * D N AT 8 S £ £ il^ffl 
20 6n*«3IK?>WWf^> «A«U->^f— (Sanger) S©^**^ [^n^-r^ • 
^7* • "if • j-isaj-JU • 7#-7 : $ — • :*7 • it-rx>7.(Proc. Natl. Acad. Sci. U.S.A.), 74, 
5463 (1977)] &&V>teABI PRISM377 DNA ^x>U— (PE Biosystems *fc§8) ^£©^*E 

5"j^«f^«*ffi viT^#f-rs n tic £ o , tits t*«-c^r*. 

ttj»e j ?Wfit*DNA7'a— 7*t bt, flMltt^WmRNAil^Mbfe c D 
25 NA*§WicDNA7^^7'J-MbTan--;w^U^if— >a 

4*«in**©DNA*ut#-rsiifc^Tr**. 

£JHV>, ^tfii)i('t$tl5mRNA^e^UfccDNAS5WJ.cDNA7'f^7>J 
30 — ZmMtVT, PCR&£mvrX7U-x>^£fr5;i£K:«fctK a-1, 6-73— 

*©D N A SflMTr * £ £ S . 
ll#Ufca-l,6-7a-xW^$3->*t5DNA©tSSa^$»5,Mffll^n 

S*3£SB^J»W^, 09*. (Sanger) 6©S^:fr*3/8s [yn-^-r-f >^ 

7* -If -^-^g^-;p- 7*5*5 — •xj-7'--iM'X>7(Proc. Natl. Acad. Sci. U.S.A.), 74, 5463 
35 (1977)] &&VHSABI PRISM377 DNA5/— 7X>+r— (PE Biosystems &8D *©«3ES3?>J4)-«f 

Seg£IB v>T##rr £ iiti:J;0> iDNA ©i£SE?"J -5 . 
ft5£LfccDNA©tea£E#l*%>£te, B L AS T^©ffilHtt^7'a^7A*M^T> G 

enBank, EMBL^DDBJS: ^©aaSEJUx — ^ * *4ft5RT * C £ fc «k 9 , 
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±IB©^feT#SnS a-1, 6-^3— X#Efl(®**n— HLTViSjftfcT ©tftSffi^JtbT 

5 *3t^nfcDNA©ifi36E2?>Jfc3£ryViT r 7 * * 7 * 7 $ ^< hS^Jffll/fc/'S- 3r> • X 
;K^ft0DNA^i model ZM^<DpkA&f^^4k^ffc?%>ZL£\Z£?), a-1,6-73 
— *#EfillW*©cDNA*^»T*££fcT€rS. 

o-l,6-7a-Xi«««*©y;ADNASm«tS*ftiUTtt, 09*.fc& £TFtC8Btt©>£f 

10 3VADNA©Watfrfe 

irVADNA^^U-Tx^'J-^^XrA (Genome Systems %h) -^Universal 
GenomeWalker™Kits (CLONTECH *fc) &££JBV>£ £ £lc«k 0 , a-l,6-73-XiHii0y 
15 .yADNA*W5ilit)Tt*. 

Jtf3©7j?£T# 6 *l£ a-1 , 6-7 3 -X4H*#*©$* 7 A D N A©t£X@B?>J t b T, fcffiB 
*J#^9fcffitt©t^SB&J#&tf&n*. 

m&Mter?&1®mffi&Z.-?2>r£tb<D?--- ?v h^Z7*—Us Gene Targeting, A Practical 
Approach, IRL Press at Oxford University Press (1993), E SiSfflJ§&£JEV : >fc^^?'>X©f£ 
20 ^(^±&)^lCfH®©75"S^brc^oTMT^)^t^l?^S 0 &—5*y h^9#—U, U7° 
b— X 7 > h M> -f >U— 5^ a >S! VsTfrre %> JB to & c £ # £ ; 

#«te«BIJ|g^©^>-y«/ h^^-OSflXfcfcj:, ^j&©2. fciBm©#S«{C3gbfcm 
^l*.^^— ©SCA^rfeMViSIlijWT?**. 
mmm.^^^mzM^lT^mtVX,m^t,Gene Targeting, A Pract ical Approach, 
25 IRL Press at Oxford University Press (1993), E SMM&ffl^fc^M^ty Z.<Dft§£(¥-±#:) 

V»*Cfc'#T*S.»Jb;fcHfttl|i©^ 

4>PCR?£ [tf—>— T—;i/ • b3-;i/X(PCR Protocols), Academic Press (1990)] ^ 
30 a«&wrsn*. 

£fc, ffi-l,6-73-Xiiii©ffittOfft£iggtLT, UNIiAMMt^^ltfe 
35 a-l, 6-73-7««W*©y; AJlfif «J; y?7v f> $tlfeM^M^T-57jfe<h bT 
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m& (1996) ] > ^l/^o.^- • i7D-->^2E %ls>h ' ZfUhn—)VX • -T> • ^ 

»jW8Jft»*3Mi*r bTfciu N-^'j3i/ H^MMMtc*^© N - T-fe^l/ 
t5>(D6^73-X01 a ££- b fcttMtifi& & b * > CittT*« #c£31 

V*a7- • ^x^5V #X (Somatic Cell Mol. Genet.) , 12, 51, (1986)^£f2*c©l^ 

15 ^y&m^ttmtfimfznzo 

(Lensjujjnaris_ft5fe© Lentil Agglutinin) ^ 
l>b'W^f>PSA ( Pisum sativum &5fe© Pea Lectin) , l/^f >VFA 

20 ( Vicia f aba &5fe© Agglutinin) » fc-Y n^"V 7 >^^V^^>AAL ( Aleuria aurantia 
E&5fe© Lectin) ^;WSl/V>. 

JMfclftfcte, ^cH-m g/m 1 -to g/m 1 , £P£ b < tt 0 . 5 ~ 2 . Omg/m 1 ©«© 
±Jfi©V^9 L >^tr«fHlfcTl B~2®ffl, »*b<«3 B~liira««b> £#bTV>& 
M*ili^3lfeSVittZlO--*t!y^TyybgiJ©^^l^b, SSfc^ttfcW^ 

25 >*^tM*«i"p«si*aw-«^i:T> *»^©iwiia*aw'r*2:t3ftST**. 

(b)RDOfete<fc**»W©«IBIia©^» 

&T©±^ftMKTsc:i:a«Ttrs. 

30 iSlitcDNAJbS^(i^7ADNAOS«l?lJ^t§. 

ftj£b&DNA©K#lfc£^€r, a-1, Wi^n- #S!iRlfi*£© 

®^»*Vitt-i > > h a >gp^^trji^^«S©RDO©3 >x h 9* h ^^thb-gr^-r^o 
35 1l±«iUT«, BHS, MM, ttlttl, SMi:t5a-l,6-7a-^ 

2 . fc.fam©if if s . 
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a -l , 6-7 n -xmmmm<D cdna £in§rr m £ u xu.m x ±m i © ( i ) © c a ) 

5 6-7 n-Xifpf g©^ y ADN A$iSt§^i: LTH 0>Jx.k£, JbSB 1 <D (1) 

tf> (a) tCfa*<£> ryyADNA(Di)lia^J &<J£^&tfStl£. 
DNA©m*SB^J«^ m%t£fflmMmfc£-eW%i^ pBluescriptSK(-) (Stratagene #§2) 

(Sanger) .603?-5***^ft [^nS'-x-r • ^7 • If • tyatiP • 7*f5- • * 

10 +KX>X(Proc. Natl. Acad. Sci. .U.S.A.), 74, 5463 (1977)] ^OS^^frVv, 

i3^Jgi&^-*f^e, W/Ui» A. L. F. DNA 5/— ^X>1f— (Pharmacia %k§!D <S£/HV>T#W 

RDD«, SSSfcttDNAMi^^5utl:J:D»§^t^§ 0 
RDO£lf:feffflllfcSAU «WiUfc»«, a-1, B^n-^fiiitC^fC^^ 

±131© (1) © (a) fcffitt©* L 

20 RDO<53>Xh7?Ht t-fX>X (Science), 273, 1386, (1996); Jfc^ir— • 

W '» (Nature Medicine), 4, 285, (1998); h ns?— (Hepatology) , 25, 1462, (1997); V s 
— > -"fe^tf— (Gene Therapy), 5, 1960, (1999); >>— > • -fe^tf— (Gene Therapy), 5, 1960, 
(1999); 3?* — *7 • ^6^3.7— • ^>(J. Mol. Med.), 75, 829, (1997); 7° 

PS'—' 5*W • ^7 • If • 3-zsa3-)V ^"7* • lMX>X(Proc. Natl. Acad. 

25 Sci. USA), 96, 8774, (1999) ; 7ui/— x-f • ^*7* • if • ^a^JU ■ 7*5*5 — • ^~ 

7* "tM'X>.7s(Proc. Natl. Acad. Sci. USA), 96, 8768, (1999); *:7Wf • 7'>^H • 
UD— ^CNuc. Acids. Res.), 27, 1323, (1999); <>W^^>3> > t^' ^-Yh 
ni?-(Invest. Dematol.), HI, 1172, (1998); • /trftfT^ / n>?~- (Nature 

Biotech.), 16, 1343, (1998); — • n^Hr^rif J U-J— (Nature Biotech.), 18, 43, 

30 (2000) ; *-f^— • /Htff/n v 5 - (Nature Biotech.), j_8, 555, (2000) ^©IBSU^ 
•p TiSfrf- & 21 £ /0*T£ £ o 
(c) h9>X#l/>*fflVifc^i*te:«fcS, *5BiJi©i»«a©fftH 

*569J©*ffll&fck iM^*— • 5?x^T->f^ (Nature Genet.), 25, 35, <2000)<SfclB«© h 
5>7^V>©:>7.^A£rffi^> a-l,6-73-XW$®m 
35 «ifflM±©MeMO«miiB^^^^^»^#^^t"^-^^^ #f§BJ©«£f£i3 
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mwmmrn, mmtrz a-\,Q-y n-xmmm 

±131 O. (1) © (a) fcffi«©> a-l,6-73-XWi©«tt©^^i:Ufc rj^M 

te&#:*aft"r*;fr*£j 3*«* wrens. 
15 (2) mmiz~D^T<Dm$*^&mA~?zmm 

20 JWfcWfctt, 1) ^«S0I^MaT^«^^SLfc^^M#afeSVittg^^W{c 

S8«aW»««KI-tbTtt, §!^M©DNAfc:^«M, X£i&%>WZ7U^&>>y h 

H/K(^»0) 0^ia^iS«^li (19.96), *-f ^--^at^T-W (Nature Genet. ), 24. 
314, (2000)^tetB*©:#ftSW*C:£#T#S. 

35 na^©*frTr«t««*s«w* c: t \z£^T&f£^±mz£cz>$zf£mgcfc&m?z> z. t& 
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l/^o.^— '/Vf tDi?-, Antibodies, A Laboratory manual, Cold Spring Harbor Laboratory, 
1988 (£JTF> TV^f'fXtlilSt) . Monoclonal Antibodies: principles and practice, Third 
Edition, Acad. Press, 1993 (J^T, ^zj tf U—^-)V7>^-^y : ^ %t.V&~§T) , Antibody 
10 Engineering, A Practical Approach, IRL Press at Oxford University Press, 1996 (£KT* 

irt^SH 1 © c DN A$iSt5„ 

18l/fctt#^O^ftcDNA*t>i:l:bT, ^(^UT^ ^ISI^n-Ht^M 
15 **tHiaM$ CDDNA»fM-*ilit-r«. 

20 cDNAH JtfBi: <D (1) © (a) fclB«c© rcDNAO»& tefi£V*» k hXtt 

ff^±«tttffl^5^Ctt, iS^^^-iUT, YEP13 (ATCC37115) > 

YEp24 (ATCC37051) , YCp50 (ATCC37419) m&$>tfZ>Z. ttfT^Zo 

GK^nt-^-, GAP^DM-, ADH^Dt-^-, gal 1 ^D€-^- gal 10 
ynt-^-, h-h->a ^^^>A°>K7°at-^-, MFal ^D€-^r, CUP l^Dt 

30 tf£tt<hbTfci:> tyADS^I, S^/iJ-s/fcn^-feXJR, ^ U a-f^oS-feXJR, h 
Ur37.^D>^ $/a.7x;e-5HzXJl^(;:;it~-5>$li:£'$K WAKk Saccharomyces cerevisiae > 
Schizosaccharomyces pombe ^ Kluyveromyces lactis , Tr i chospor on pul 1 u 1 ans , Schwanniomyces 
al luvius t g&it>\fZ> Z. tafi-Cg&o 
fflM^^^-OlA^tUTH, »fl:DNA*^AT5^STSn^fnt)ffl^§ 
35 ili^Tf , 09*fi& xl/£ hn#l/- i>3 >*fc WVyX- x>if-r^En^-(Methods. 
Enzymol.),194, 182 (1990)] > X7xD'/7Xhft [^ns^— 5V • ^ • if • ^>a 

3-:/ • 1M X>X (Proc. Natl. Acad. Sci. U.S. A), 84. 1929 (1978)] , 
IWJ^tfAJS l&*—1-n"*'7'rti?7'V*U&—ti. Bacteriology), 153, 163 (1983)] , 
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7°0->— ytfTs - jr?-*? ••^-5/3^-;i/-T^^ r $— •^■7*-+)--1'X>^(Proc. Natl. Acad. 
Sci. U.S. A), 75, 1929 (1978)] fcSB«0^#**»f S 21 fc*«T?€r*. 

»*i»II!S*1t^i:UTfflViS*&fc:tt, ^^^-iLT, pcDNAI, pcD 

M8 07:*- 3 5/«:«kt)TlIIR)»pAGB107[»W¥ 3-22979 ;+K by-* / n5>— (Cy to techno logy), 
5 3, 133, (1990) ],pAS3-3C#W5p 2-227075], pCDM8[^-T^^— (Nature), 329, 840, (1987)], 
pcDNAI/Amp Clnvitrogenft) , PREP4 (Invi trogen tfc) , pAGE103 li?*?— • • 
y^XMJ — (J. Biochemistry), 101, 1307 (1987)] , pAGE210^£*tf 

h^^D^-r;W7> (CMV) CD IE (immediate early) itfcTcoXn^e— ^— , SY40 

fillltbTH t h CD«BfiT?**^-T^/X (Namalwa) ifflflS, y-)y<DMffi.1?$>Z> COS flflflg, 
3^-fX— X- AAX^»OttT*SCH0lE HBT5637 (#|§gBH 63-299) , 7«yh$xn 

is -vims, Y^xsxn-TiR ^uy^AAx^-wmasaBiia, - s«iip«i 
ttft*^^— cD^^jWKibTtt, »«»aiii6fcDNA*j|ix*r**ife'c , »n«vii*n"bffi 

V> 0tj^.tf, II/^7|>D#l/— >a>^ E-tH h^/Uv^Cyto techno logy), 

3, 133 (1990)] , U >^#;1/5>#A& 2-227075] , ij#7x^^3>i OTPS'— 

20 ' ^ * ^ * l-isal-Ar ' 7*r5- • • lMx>X(Proc. Natl. Acad. Sci. 

U.S.A.), 84, 7413 (1987)] , -f >5?x.? v'a >}*[T-lfa W— 5V >^ * V»7X ■ X>^U 
*»2JIE], /V- ^JPtf > ()t^?tt> *jav>*2rife W 2606856, #fFfg 2517813] , 
DEAE-f^Xh7>S [;Htvxa7;i/'>'J-X4Ht€^iAtfgI • SNffS m± 
tt) «Ba* • »T#3R-HH (19.94)] , 7-f;l/X^^^-?£[VXtfa.l/-x^>i7* ■ v>x • X> 

^— • /Vf r^Pv 5 — Baculovirus Expression Vectors, A Laboratory Manual, W. H. Freeman and 
Company, New York (1992), /Vf ^/^V J U-J— (Bio/Techno logy), 6, 47 (1988)^(C|2« 

KD&.Sfc*ViTfflViSn*Jl^?j|lA^^^-a:bTtt, fclfcfck PVL1392, pVL1393, 
pBlueBacIII (tfefc Invi torogen ft) £ 21 

T m j3V7*)V~$J V7— '^'Ja • (Autographa californica nuclear 

polyhedrosis virus)#£JBVi£d £/0*-e#£o 
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M&lfflfl&tbTte, Spodopterafrugiperda ©gp&iHMi&Tr&S Sf9, Sf21 lf)U>h - -?uh 
3— )VX • -f > • ^Eb^a.:?— • /^■i'^nv 5 — Baculovirus Expression Vectors, ALaboratory 
Manual, W. H. Freeman and Company, New York (1992)] , Trichoplusiani <D$$MMM~C& : £> 
High 5 (Invitrogenft) 4££JBV>5 

an^-fMO^f^tUTH >J>^^y"?A^ 2-227075) , 

X(Proc. Natl. Acad. Sci. U.S.A.), 84. 7413 (1987)] m&fotf Z> C £#T?#*. 

#|;tkf, ^J'J^^^— ; eif-l'^^-f (CaMV) ©35S:/n^:— , ^^7i??>l^Dt 

fl^tf, 7#urt9?>WJ* (Agrobacteriiim ) 59-140885, ft HUB 

60-70080, W094/00977] , Y n^b— >a C#F?|PS 60-251887] , /t— 5r-f *;WEf 

> (ittfe^) «fflVi*3Erfls [B*WHF» 2606856, B^ftfFfg 2517813] ^£fetf££<h^T? 

20 

25 Q58RiSitftm&\ztt. mx b fcitfc^ tcko Tfifr M ©)&& £ V * «H£ j&ittin $ tlfc 

^*^IibT«, 7^-7, i&fbT^x^A, MT^-^A, H^JT^x^A, 
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5^l:> *7b>* mttx. @£©x^x, n— , #W>JD*##*k * 

mmmmthxu. u>k«— u>mm~ #u^a, u^r-^^^a.-w 

-4 0'CM<> 6IM~7 BKT&So ig**cr>pH«3. 0~9. 0 

K«j#-rs. pHowi t;p*um> gust, t 

RPMI1640JgM [If • S^-^ • • if • U * > • • TV v'X-f ~>3 XThe . 

Journal of the American Medical Association), 199, 519 (1967)] , Eagle CD MEM igitiJ [if, 
20 -<X>X (Science), 122, 501 (1952)], &)V*y U^St MEM W[^a^D Dy- (Virology), ;. 
8, 396 (1959)] , 1 9 Qi&ift [^D^-t^ >^ ■ • if • Vif-f X^W ■ 37*T ■ if -7t 
^TU-Jij )V - pt^VxXProceeding of the Society for the Biological Medicine), 73, 1 
(1950)] , Whitten^'[^X^a^3.T;U-h^>.X^xX^^ - -T^XCOf^D^ ffl 

mm BKtu&m (1987) ]^fc«c:ne^*fijc-f >x>jx ^>xu>i«iHf> h^>x 

25. 7x 'J >, >^^iJnifc«if ^fflV^ C t*tT!t5 0 

S^'p H6~8, 30-40 5 %C0 2 #ftT^CD^#TT 1 ~ 7 H ffflfrS . 7i 

30 Vi 0 

TNM-FH » (Pharmingen *t) > Sf-900 1 1 SFM iftffi (Li fe Technologies *t) , ExCel 1400, ExCel 1405 
(Wftifc JRH Biosciences *fc) > Grace's Insect Medium [^-f — (Nature), 195, 788 
(1962)] <8f&ffltr>* 

35 3impH6~7, 2 5-3 0t^#TT, l~5BftWr5. 
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A^>y-7>F-7^-^(MS)JM> JfrCK h(White)M, ^.fzitZ.n^mm\z^r-^>>, 
iI3TpH5~9, 2 0~4 0tO*#TT'3~6 0 0&1It5. 

5 Tl)J:Vi 0 

10 ta#:»^©^^^tbTtt> ?f£iffl»££m£ii:£:£*i;> mi&mMftlZfrmZ^tt 

^— j-)V • ^ • AW^n^;P • hU — (J. Biol. Chem.), 264, 17619 (1989)] , D 

15 V 6. [yn ^-^V • +f • ^->g -7^^5 — -^-y-it-f x>X (Proc. 

Natl. Acad. Sci. U.S.A.), 86» 8227 (1989); i?— > • ^n^^pO h (Genes Develop.), 4, 

1288 (1990) ] , *rcK#pg^p 05-336963, wo94/2302i m\zmM.om&*mm'?z>zt\z&r), 
. mmi^Uf^m^m^mmmzmmmiz^m^^^z\t^'c^^ 0 

-*mmm^mALfcmzmfcft^*mm>'£itz> zl mz& k> > BmtT^m^^m^m 
■ m.mzmmm\zfrm-zi±&z\L-t)i-v%z> 0 

%.Tc, 4#W¥ 2-227075 iCWB«$taTV^^^2pDT, v^k F n^m«7cHifijttfc^£JB 
(h^>X^^x-/^#t hllj^l) £fcteMttfW£ (h^>X^acn^^||^) 

•V— 1 • • ^ U— • -a- hi) S<a XAmerican Journal of Clinical Nutrition), 
63, 639S (1996);. T*V%> • • ^ • ^U-*;P • -;x-hU~>a> (American 

Journal of Clinical Nutrition), 63» 627S (1996); n-i.Hr/ J- ^ J D V— (Bio/Technology), 

35 9, 830 (19.91)] \zmvxm^^mxLxm^vr^mm^zM^t^^m<m^^^.M-r^ 
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mW}m<DS.)V? (<ftMHB 63-309192)\ W^Zftl? * d itfTTS*. C©IKfcJH^5 

ttmAistc h?>xpx.~y ?mw%&to<D^mmw%m, m (mi) •; m, 21 (1995) > 

hb>F • -i> • A'ftT^/nS?- (Trends in Biotechnology), 15, 45 (1997)] Kl*PbT 
ift#^£:3-r ? Tsm^£#Abfc^Stfe^ 

ifiWSs, Aft!&& WTO^fc: i?x^;i/TS y x5f;i> (dbae) -t77n-x, diaion 

HPA-75 (HSHfca* (flO M) ^^^>^IWc|-ft>^OT h^^^^-^, S-Sepharose 
FF (Pharmacia*!:) ^<£>Uz?>&m^fcWi^ htf^y-f— »t7 7Q 

30 BP^> ^§^£J:e£ra«©i&»^ 

£©«k3fcbTflraan*ft#i6&j£4&fcbT, 0i*.fc£ £t#©*rfi\ tt#©Fc«tt£ 

^©asijfi^fc'oviTis-r^ ia©tt^^w©»seR*±3fi©^*J;afa»^fcjpi 

• -A. thfl*t*fil$ft08I 
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(1) \ih4m&$ffim'<#*-<Dm& 

h mRtf imc im* ft site^-^-n-en^ □--> ^t& ^<t^j;o an-r s 
5 utms. 

thttft©C*«i:>m ffit© k h^#© H iM L i C i^T'S 5 ^ t-^T^, 09*. 
khtt#©H«aoigGl-y-^7X©Cli« (£TF> hCrl tmVtZ) &X£Hhia#:©L 

mmmmmmm^f-t uxn k h^#© c FT*fce^**§&*58siT?€r 

§t)OTW^M5fe©TfefflVil.ut^i?f§ 0 WLfcf, PAGE107 [1M hr^yoy- 

(Cy to technology), 3, 133 (1990)] , pAGE103 [i?t-t^ • *^ • b U-(J. 

Biochem.), 101, 1307 (1987)] , pHSG274 [>>— XGene), 27, 223 (1984)] > pKCR [^Dy 
15 — ? 4 ^97. 'tyat;W7*r$~ • ^ • it-^X^X (Proc. Natl. Acad. Sci. 

U.S.A.), 78, 1527 (1981)], pSGl j3 d2-4[+K hr? / n>?-(Cytotechnology), 4, 173 (1990)] 
S *IS . »«fflJM fS?I^ ^ ^ - \zm 5 ^ n 9 — <£: X > A £ UT tt, SV40 

OSia^O ; &-^-tX>A>t-[i?t-^'^ t /W^5XhiJ-(I. Biochem.), 101, 

1307 (1987)] , tD-- T^xeM^-r^X^LTR [A-T rfr^r$7j;|/ • T>F ♦ /Vf:*?^ 
20 $?*;i"U^— ?-3U-'ir-; i^a >X(Biochem. Biophys. Res. Commun.), 149, 960 (1987)]. 

Wn7*iJ >Hi©^D^E-^-[-fe;KCell), 41, 479 (1985)] £x>A>U— [i^KCell), 

33, 717 (1983)] ^tf&lff £tl£>. 

^ * ^-©WS L V> " [S> * — •t7*"fAya^M^V7X(J. Immuno 1 . 
Methods), 167, 271 (1994)] .< 

30 

(2) k h^O»iOft#:0 Y^§3- Ht5 cDNA©JR& . 

k hWOillO^, M*.fc£, HfiRtf L I Y fl«.*3- Ht* cDNA WOT 

IttOV^XttftSt^tS/W^U F-*7»<fc9 mRNA^fcHU cDNA*^*T*. 
35 J5fcbfccDNA*7 7— 5^c^tt^"9^5 ^ — fc^D— X >^bT cDNA ^-f ^7 U - 

W L & V m * 3 - F T 2> cDNA * m-T 3 7 7 - V i y^7>^ F£ - tn^en 
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mm?2>o mMk%.7T—i?J&Mtm&Z*77XS. F±©Btt©T#Xtt#©H«Rtf L£V« 

^Dlfflfc-fe^Afls L*V *>X • -f >• X^tf-f^EDS?— (Methods in EnzymOl.), 154, 3 
(1987)] , *fc^RNA^6mRNA*fl»"r*^i:bTtt, *-U =f (dT)H^fls-fe;i/n-x* 7A 
m VEXs^ra.?— - ZU— : 7 • '7*7 HJ — • VX^.7;MMolecular Cloning: A 
Laboratory Manual), Cold Spring Harbor Lab. Press New York, 1989] ^#*a5tf Stl-So £ 
10 fc, A^'J H— *TiWia^6 uRNASSHKt"*^ hitTH Fast Track mRNA Isolation Kit 
(InvitrogenfcfcM) , QuickPrepmRNAPurificationKit (Pharmacia #:«[) t&Hfi&Vf£tl&. 
CDNA (D&tfmjS cDNA 7< 7*7 U -^IStbTtt, Si£ ftp+a 7- • 7 X >7* : 
7 • 7*7 h U — • ^noLT^KMolecular Cloning: ALaboratory.Manual), Cold Spring Harbor 
Lab. Press New York, 1989 ; h • 7°P hn— )IX • -f > • ^El/^r^.7— • /Vf :*OS?— 

15 (Current Protocols -in MolecularBiology), Supplement 1-34] , ttWdftftEO^vK MA. 
W*, Super Script™ Plasmid System for cDNA Synthesis and Plasmid Cloning (GIBCO BRL^fc 
W ^ZAP-cDNA Synthesis Kit (Stratagene %h$3) %m ^ZjjmfSiEff&VfZn&c 
cDNA 7-f 7*7 U ^©fNH©H^ /W >*'J H-V«^ SjftWbfc mRNA UTML 
cDNA £*a*&tK*7^— W\ RcDNA ^fi^fe^^^^--l?a&n«Vi/0^^> : fo©T : bffiVi 
20 ZZttfTsgZ. ZAP Express [X h 5f^- X (Strategies), 5, 58 (1992)] , 

pBluescript II SK(+) C,^7 W77 • 7y^X - Ui^— ^(Nucleic Acids Research), 17, 9494 
(1989)] , Azap II (Stratagene *tSD , AgtlO, Agtll [f-f-X^X-^D--^: 
7f 7°77^-f*;i/- T^O—^DNA Cloning: APractical Approach), I, 49 (1985)] , Lambda 
BlueMid (Clontecti&iSD , AExCell, pT7T3 18U (Pharmacia &§!!) „ pcD2 1^3.7— • 
25 7>t*--fe;i/7— "A-f*a5?— (Mol. Cell. Biol.), 3, 280 (1983)] Rtf pUC!8 [S*- XGene), 
33, 103 (1985)] «W/BV>&n«. 

7 7-> ? ^Vi«7°77>5 r^^—fcJcDflHRStl* cDNA 7-f >*7 U -^At^TcM 
£UTttft*cDNA7^:/9U-*l|^5I^R^ 

XLl-Blue MRF' [X h 77~>-X(Strategies) , 5, 81 (1992)] , C600 
30 [S?x*rr-f 7 7X (Genetics), 39, 440 (1954)] , Y1088, Y1090 [f-fX>X (Science), 222, 
778 (1983)] , NM522 • • =EU^F=l^- • ;t-f*Di?— (J. Mol. Biol.), 166. 

1 (1983)] ., K802 C^-7\N/ • *7 • €1/^7- • W ^-DS?-(J. Mol. Biol. ), 16, 118 
(1966)] Rtf JM105 [5?— XGene), 38, 275 (1985)] *ftWBV>SftS. 
cDNA ^^'J-^SOk h^©«J^©tr[#:©H^Bi^L^VM^^Xi-r ? -r-5 cDNA ^ 
35 D->©fflRgitm 7< V h-^Vittt3tiiUfcyD-^V^3D=- • A-f 
7*U^-fif-^3>^Vitt7"7— 7 •yWyU^-f'tf— ~>3>& [^^3.7—- ^D-- 
: 7 • 7*7 HJ — TXrLTVMMolecular Cloning: A Laboratory Manual), Cold Spring 
Harbor Lab. Press NewYork, 1989] \Z <£ OMTS C .h^T^^o 
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Polymerase Chain Reaction IJiTf, PCR?£<h^fBf-2> ; ^U^-^y— • ~>if : y • 9 

#7 HJ — • :xT;KMolecular Cloning: A Laboratory Manual) , Cold Spring Harbor Lab. 
Press New York, 1989 ; ti U > h • Zfu hp— )VX- -f >• 1/^^.5— ./rfrfrns?— (Current 
5 Protocols in Molecular Biology), Supplement 1-34] t'ck 0 Hft&tfLffi Vli^n - 

§ cdna ^wm-tz z. t «bT€r*- 

±§B^ftfccfcOMiR£nfccDNA£, jfiS&flSIBW^^T^OWSfe, pBluescript SK» 
(Stratagenett^) ^(D^^ZS. F fc^ P— - >^b> »#m>5n*tfi£E*J*WT:*ri*, 0!l 
*.fc£, +r>#— (Sanger) S<D^^->j* [^ny-f^ >^ • • if • j-i/Bj-)l • 
10 7*5*5 — • 1f-rx>X(Proc. Natl. Acad. Sci. , U. S. A. ), 74, 5463 (1977)] m<DU. 

Jft£frV^ i&m&FmWlftffimW.. MZ-tt, A. L. F. DNA->— ^7X>-y— (Pharmacia %M) 

**jflv>TflP*rr* 2: tti cdna ©aatEaisflat-rs z\ £a*-t?#5 e 

15 -O^L-X h (Sequences of Proteins of Immunological Interest), US Dept. Health and Human 
Services, 1991] fcffcRTSCtteJ; 0, lX#Lfc cDM^SKS^^ME^JS^trttttCH*! 

(3) b hEW©»rffe©#t#© Vffi«<D75y»E^J©j5Wf 

20 • (Dftfc&HmkzSLm vfm,<D±rs. ;mmm i^-^y^x • *y • ^a^-r >x • • 

^AyD^Jl/ • -f>^bX h> (Sequences of Proteins of Immunological Interest), US Dept. 
Health and Human Services, 1991] £J*i&-f& £ «i: C J: Y) , ^^->^;i/@B^J©S$R^N 

HfilRtf L « V CDR © T 5 7 ^ga^J fCO V> T «b , ©tfrf*:© H«Rtf L £ Y fttt© 

25 75/®ffi?«J C->-^r>->X • ^Df'fVX • • -f A;ni?M • -O^l/X h 
(Sequences of Proteins of Immunological Interest), US Dept. Health and Human Services, 

1991] h\m.-?z> z.<hz£-d t jittrr z, tw-v^z „ . 

(4) khffl^^.^ttfrxa^^^— con* 

*3S2©A© (1) fcflB«©hh^btn:#^ffl^^^-©t: hifr*©H«Rrn«C*tt£ 
30 3- FT*«^?©-L«fc, bh^©lj%©^;#:oHmS.tKL^V^^3-r I 'r^ cDNA 

^©»«J©tt#©H«SR^L«Y««*3*-H-r* cDNA §r, fc h^©»fc©ttfl:H«;fttf L 
ft V mm<D 3* *^#J©m*@B^iJ 1 1 htr[#:© H LiC Mt© 5' *MJ©4I*S3^J t ^ 5 

/&o> d^ig^^Mi®»3!i©^SB^i*wig^'r^'&^DNA &*n*ttas»u ^-n^n^ 
35 *312©a© (i) \zmm<D\iHtm^mm^^—(D-^hifi^<Dnmwimcm.m^n 

(5) t l-aiCDR^W^EfrOVM^zi-H'rS cDNA©«S5 
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t bM cm^ma^<DHmmfLm v mm^=i- ft§ cdna ot© £.5 iz vxmm-r^ 

££rtn?£3o gfiDOb h^Ol^OtfrO HiR^ L i V MHO CDR 1 

5 ftf& VVto&S'fcO'r'bJBViSIItflSTfr*. #i|;U^ Protein Data Bank ^©^— 7, 
fc£»£ftTV>*k htt#©H«Rtf L«YM«©FR©7'S>'»E5IJ, k h#Mfr©H«Rtf L 

$"7 • -f Oi?^;i/ • -f >3 7 b7. h (Sequences of Proteins of Immunological Interest), US 
Dept. Health and Human Services, 1991] «WS&tf ^©^Tfe, +^3^iSttSWT 
10 StbSCDR^«tt#:^«-r*fc8£>fctt, BWOk h£JWO»»©tft#©H «UfcOC Lift V 111 
^© FR©7^yi?i3^J<i:T! ! #?.^^^ffiIWItt (4>&< i«b 6O%0U) £>Tf §75 /SfcBB^J 

£«jR-rsc£#«S£bv>. . 

&te,»#b&fchtt#©H«Rt*L$SV®#© FR©75/mBa#IK:B#l©k: b&ftcDM® 
©trifle© H ilRtf LiV mm<D CDR 075/ maa^J SgMlt U t CDR &«ft#© H flU&tf 
15 L«Yli«©7$y»E^J*W:W-r*. KShb^ysyKK^J^^Jft^oitafcK^Jfc:^, 
6 tlS n H > ©M «S C 5"- > -> X • * 7 • -J D >X • • -f A J P v 5 ^ ;i/ • -f > 
b;*. h (Sequences of Proteins of Immunological Interest), US Dept. Health and Human 
• Services, 1991] £#JtbT DNABB^JfcMU h CDRS*tta#:© HfiiRtf.L £[ V M^© 
T$/KK3?y*3— H-rSDNABB^Kfr-rs. flKtrb&DNAffi^JKUfc^ lOOt&gjtum© 
20 fi£^£/&£i!c#©^j&DNA££-J&U **15£J1V>T PCR*££fr 5, £©*g\ PCR-C©M 
^^RtK^nltl^ DNA ©g$J0* 6 , H L g £ «b 6 *©-&££ DNA ^KW-T* b 
v>. • « 

WSBfcffiflt-r^'&J* DNA © 5' *^^3S^^$IIRgp^©MI^SH^J^SA-r^> £ it, * 

JH2 ©a© (i) i?«^bfet bt\tttefmm^>7#—\z.&m\z!7u-- ->{f~Tz>^t.ifi7?% 

25 JfMBj&tb&pBluescript SK(-) (Stratagene fr§g) f0^$>'H^D-^> 

^b, 2^3»2©A© (2) fc|B«©^fcJ;D, ^SIB^J^^b, WS©k HS! CDRfMBtt 
#©Hg]fcm«Vft«©T5yBfeE^J*3-Ht"SDNABB^J*^rr*^X5 H*«t#"r*. 
(6) khM(TO»«K#:©V««©T5y»E^J©afi36 

khMCDRSttifrffcfciU iWOt h^©»«©tt#©H«(R^L«Vfla«©d)R©**k 
30 htt#©H«R«L«Yfi«©FRte»*bfc«^tt,*©StJS«'&iSMttt7C©b h£W©» 
- ftOttfrKUt^TteTbTb^-S ^t^^tlTViSCW^/^^y O^- (BIO/TECHNOLOGY), 
9, 266 (1991)] „ £©D§C®£bTfci:, 7C©b h^©»%©tt#©H«SRr^L«Y««Ttt, 
CDR ©*S:6f, FR ©V>< ^©75 yK3»jm»W^VittiaSWfcttJS*l'&SttfcKI#b 

t& o , *n s r s. / mm&& cdr ©^*te#v>, t h fet#:© h mro? l & v mm<o fr ©m& 

CDR^«*t#Tftt, fc hta#:©HmR.^L^V^©FR©T5/m@53?'J©4 J l?> M&iIIC £ © 

«s^fcH#b tv»*>5 cdr (D75. y w&mhmmftm bfco , ^©st^pjfi* 



WO 2005/035740 



PCT/JP2004/015315 



33. 

fft?nTV^ [AM^/^/.DS^- (BIO/TECHNOLOGY), 9, 266 (1991)] „ 

5 ~7 ' ^rl/^a^ — * /t-f^*ni^ — (J. Mol. Biol.), 112, 535 (1977)] ifc^ten >k;x— & — 
: &x'J>^ [yn^-T> • I>i?-7'iJ >^(Protein Engineering), 7, 1501 (1994)] m\Z& 

k h&ifo<D nmRtfi m v tc^o fr ©75 ywmmo^mu, dna &m 

2©A© (5) }CSB«<DPCRfe^fr-5^t^J;D> 5t/&T?£3o PCR^©*ii|I^fcC>V>T:£ 

15 

(7) khMCDR^iit#:^Ji^^^-0^ 

*m2<DA(D (1) CIBiOt h WMffl^^^-Ot h»HWLiCi«§ 
^-\ i ?2>m.fc¥<D±.m\Z. *«2©A0 (5) Rtf (6) T^Lfe t: CDR^^O 
H L §i V &Mt$ 3 - H T £ cDNA £ ^7 D - - > ^ b , k h S! CDR S*tta#:fgi!^ ^7 ^ - £ 

20 m^S^iian?^., 0a*.to& *^2(DACD (5) 1kX$ (6) Tk CDRfi«rE#C9 Hil 

MLiv mm*mm-?z>mzm v^-a-^ dna © -5 % , nwcfeg-r dna <d 5* 

S^!l|5g^(Z)MSB^J^#A-r?>^i:T v *3S2<DA© (1) KHEftOk MbtrCfl^SIM^ 

T3J;-5{;:^D--> ; 7*U k h^CDRM^#:^^^^»^«^-r^il ( J:7&tT#-&. 
25- (8) thW©$tW4I 

*^2©a© (4) (7) }cf2^©k Hmfcmm^??-*m^tzmwMM\zmA'? 

30 2-257891 ; h^:7 y n*J— (Cytotechnology) , 3 , 133 (1990)] ^tf&tft>n2> B 

JWIeWfcWU Y^X5XD-7WT'fe5NS0m SP2/0 ^t^--XAAX^- 
lpm«CH0/dhfr-«, CH0/DG44 MM> h$XD-YYB2/0iE IR983F iSffiJ®, ->'J7 

#?£L<ra\ 3=-w --xaax^^pi«t$§ cho/dg44«^ 7>^$xa 
-vyb2/o» i. izmmommm^mf *>nz> B 
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2-257891 \zm^nX\/>^mzU\,\ G418 sulfate (OT, G418 tmttZ '; SIGMA *fc®D 

#©»j ^tsmmmmmmm^m fc«ko liinmiai ^lt«> rpmi i 640 

(B*aaS*fcS9) , GITigM (B^SaHtS) , EX-CBLL302 tgife (JRH*fc«) IMDMM 
5 (GIBCO BRL %M) > Hybr idoma-SFM (GIBCO BRL frSS) , &ftUZ\n%t&mz-1 >X >J >, 

*M* COT, BLISA & t^ffif * ; 7 >5V tf^V X: 7 • h U — ^aJ^ (Ant ibodies : 
10 A Laboratory Manual), Cold Spring Harbor Laboratory, Chapter 14, 1998, tV^n-t^" 
7 X: yj >~>7>X- 7 > H • ? 5V 7 (Monoclonal Ant ibodies : Principles 

and Practice), Academic Press Limited, 1996] SNC^OffllJfeTr&S. 'fJfc, »WBift**«, 

#^¥ 2-25789i \zM7xtsnx\,*z>-%mzm\ mpRmm^mmm^mmhxii w\&&<d 

15 th»H ^Sfem^O^iWcfcOyn^^A^^A^ViTttm^wi:^!?^ 
£ [7>7V#tVX:7-7#7 HJ — ••mjxT;KAnt ibodies: A Laboratory Manual) , Cold 
Spring Harbor Laboratory, Chapter 8, 1988, ^E/^n— - 7>r^*f-{X: >S" 
"7^1/X • 7> F • % ; T<{ 7s (Monoclonal Antibodies: Principles and Practice) , Academic 
Press Limited, 1996] . *&, ^©tefcilS, ^>/^I©il1?fflV^n5ffiS^$^ffi 

^to-B-TffV^ im^t^§c »«U&fcMfett#©H*U L'«#V*tt8tt*:$HP£#: 
©SH^Sfct, #U7^U;i/75 F$*;W85Blctt C^T, SDS-PAGE <hSct2-r£ ; jM"^*— 
(Nature), 227, 680 (1970)] ^7X7^>7n7f^>^ [7>r^^f-fX: 7 • 
JnIJ— . vr:;i7JMAntibodies: A Laboratory Manual), Cold Spring Harbor Laboratory, 
25 Chapter 12, 1988, ^7 iru—^-)V • 7>5V #5*^ X : >z/7)VX • 7> F • 7 5 Pr- 
of 7 (Monoclonal Antibodies: Principles and Practice), Academic Press Limited, 1996] 

b. vcmi&mmnomm 
(i) ?cm^mmMmmm^^-6mm 

k hirt#:<D Fc UTlt CH2 i CH3 ««&"&&«#© k CHI ©— g|tot 

35 ^nSfeOfc^Stl*. ££:CH2 *JfcfctCH3©4>&< fbl^TS;^^ fi&, 
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>**Sj££3fefe#DNA&JBV>S2:£tf*T€?, cDNA £JB^£C i%>T€r*. -tttSjtfir? 

fcFpffi«*anfe-r*^tbTtt, #»sa^j^iitbT, pcr& (ti/^^-^n 

-X>^fg2)i£; #l/>h • 7u ho-;|/X--r>- ^^3.7— • A-f *n^— , Supplement 
5 . 1-34) *fT-3il£#*&tf&n£. 

*«b©T*nKCV^)fe*>bfl!)T? , b«Vi*Jlfc38«T#*. Wtfcf, pAGB107 [1M Ht^/PS*— 
(Cy to technology), 3, 133 (1990)] , pAGE103 [^t-tJl' • • AMt^5X HJ- (J. 
Biochem.), 101, 1307 (1987)] , pHSG274 [5?— > (Gene), 27, 223 (1984)] , pKCR [^DS/ 

10 7 s 4>4?7>'*"7 a '& 'j-z/a±)V-7%7 : S.— • 1H > X>X (Proc. Natl. Acad. Sci. 
U.S.A.), 78, 1527 (1981)], pSGlj3d2-4 [iM / p>>— (Cy to techno logy) , 4, 173 

(1990)] *)&J*tf6n5. Ii%*ffliaffl%^^^-}CffiV^,^ , 0^:-^-tX>A>it-<hb 
Tte, SY40©OT^n ; E-^-tX>A>iJ— t-t)V • • AM X h 'J - (J. 

Biochem.), 101, 1307 .(1987)] , tnz- T^X&Jfil^-r )V7,<D LTR [/t-f^S*^ • 7 

15 > K*A-f ^"^ir pfJ)V- Uit— ^■•P^j.X^r— -> 3 >X (Biochem. Biophys. Res. Commun.), 
149, 960 (1987)] , Wn^'J >Hi©^D ; &-^- i±)V (Cell), 41, 479 (1985)] £ 
X>A>-tf— C-fe;i/ (Cell), 33, 717 (1983)] ^fctfStlS. 
(2) fchtt#OFcfH«t«fc-&$-&*Sa«i:*3--|<-r*DNAOlR# 

20 

• @l$©Fc tB*-&*-a:SaaK*5S^bTViSj|fflJjS^»Sia(i<fcD mRNA£ttffiU cDNA^^-T 
-5. cDNA ^77-^tt^7^5 W©^£^— P — ->^l/T cDNA 9< :/ 

v^sw©se»^n-F-r^.cDNA^T^m^x.7T-> ? ^cVi«ia^-7'^x5 t* 

25 »^7T-^Vi«m^y^X5 H±©BS<J©Sa®©^m»BB2?iJ*^b, itg^BB 

«is^«ai»^s^ rna ^isti.^tuT«;ft>'7>i^7-^>- b u 7)i>*umm 

30 ti/^AS [^V7X-^>'X>f-f : 6n5?- (Methods in Bnzymol.), 154, 3 (1987)], 
RNA jfr 6 mRNA £ bTtt, I) =f (dT) H^fls-fe^n-X* 9 Af£ 

a^- • * u-->^m 2 jjg) ^*w&ns. *^>. mm^umfrz mRNA $»§^^ h 

tl/Tlt Fast Track mRNA Isolation Kit (Invi trogen ItW , Quick Prep mRNAPurification 
Kit CPharmaciaftH) 4P#a&tf&n*. 
35 cDNA ©en JS&2fc.££ cDNA U -^SStL-TH CEU^a. 5— • ^ P— d>^JB 2 

IS ; #lx>h • :/p hn— • <i> ' *U*?aL?— • A-Y^-DS?'— , Supplement 1-34), J$L 
WtifiM&^ry K #!J;U3> Super Script™ Plasmid System for cDNA Synthesis and Plasmid 
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Cloning (GIBCO BRL ftiM) ZAP-cDNA Synthesis Kit (Stratagene WSS) &m^Z>Jjmt££ 

cDNA 54 75 U -©#«©», »»5tttliUfc mRNA SftfSt UT^Lfc cDNA £ 
fe-Wktf^i^— «,^cDNA£&^&i£>3^^— T&n&V^&3fc©Tfc/BV>£££/&n! 
5 %%>.m%M. ZAP Express [X h^^v^— X(Strategies), 5, 58 (1992)3, pBluescript II SK(+) 
V4v9 ' 7isyX- U+r— ^(Nucleic Acids Research), 17, 9494.(1989)], AzapII 
(Stratagene &®D, AgtlO, Agtll [f^f • ^ n — ~ >^ : 7 • ~7 5 & *r 4 $} )V • 

7:/n— ^ (DNA Cloning: A Practical Approach) , I, 49 (1985)], Lambda BlueMid (Clontech 
%I:SS), AExCell, pT7T3 18U (Pharmacia1±§g), pcD2 l-El^a^— • 7> r 5 ■ ir;!^^ • K 
10 -<^-D>?- (Mol. Cell. Biol.), 3, 280 (1983)] Rtf pUC18 iV—> (Gene), 33. 103 (1985)3 

<h LTteM cDNA U -£SA, JffiaRrWH^T** %>©T*nttVi38»fe» ^©TffcJS V> 

*il£a*TfrS. 09*.fc£ XLl-Blue MRF' [7b5f^X (Strategies), 5, 81 (1992)3, C6.00 

15 [5>x*T"-f y (Genetics), 39, 440 (1954)3 , Y1088, Y1090 [IMX^X (Science), 222, 
778 (1983)3, NM522 [v 5 ^-^-;!/- ^ • «/W*nS?— (J. Mol. Biol.), 166, 

1 (1983)3, K802 [3?*— • ■ ^EI/^zl^— • /Vftf-n$>- (J. Mol. Biol.), 16, 118 
(1966)3 Rtf JM105 > (Gene), 38, 275 (1985)3^ffiV> *,n%> 0 

. cDNA 54 75V — *S©BW©fifiH*3— Hf* cDNA^n— >0»tb ; TH 7-f 

20 V 1 — ^^«Milfcyn-y$i^fcn • ;w^u ^-fif— > 3 >^Vi«y 

^7^T-$ilU mRNA^&^bfccDNAlfeVittcDNAb-f ^9U— * 
»iiUT> PCRfefc«fcDBW©aaK*3— K-TS cDNA£W«-r£;i£:%>TS*>. 
B«©SBK£fc b^©Fc««iilfc^S-ti:*^i:UTtt,PCRfe38«*frf6tlS.«B|^.wr, 
25 §W©®eM©»eT@B^J©5 , {|iJ ( h'3 , #jM^<D'&^UrfDNA(y5'1'V--)^ig^b, PCR 
SsSfrV^ PCRgflbSflMTT*. 3 h htHfoV Fc ««©jte^iB^JK:*#UT%> 

ffift©:^^— £fljb£U PCRMj£#£ 0 ■£©£$* »«&S-a-*SeK©PCRS4fe©3 , 'lB!l 

t fc mm® pcr jg<^© 5' hhci&ri vmmmmffltiLh v < \tm vmfc&mmm&tz «t 3 £ 
cpcR^ffaeitT?, Mjte^^M-r^o feb<«, m— ©«R»*«ia*bfc«fc9>fy 

±8B^fc«fc03i»*nfcjte : ?iB?!I*, *SfettR#*&£TMiO»r«» pBluescript SK(-) 
(Stratagene *k$S) f©^7X5 Hfcl* n-x>£f U 5I#JB^&ft*ifi£ffl3*J^#8s, M 
35 ;U£"tr>#— (Sanger) 5©S?5*J*"*5'8c [^n->— ^>>^X • • If • ^>3^;P • 7 
: - 1MX>X (Proc. Natl. Acad. Sci. U.S.A.), 74^ 5463 (1977)] $>&W£ 
ABI PRISM 377DNA->-^X>1t- (PE Biosys terns IfcUD ^©^SIE^flfM^/B^TSHlT 
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RfevrcmMmmfrB fc m^MBM(o±7 s. ymmm&mMis. errors /mm^itit^ 
?z>z.£\z&v, cdna ififrm*/if±)vw3\*^-te fc m^w&m(D^±t^7 s. j mm 

(3) FcS&1^e»©^tlft£^ 

5. Mia© a) mzmm<DFcm^mBm^m^^-^m^m^immizmAT^>^tiz^Ki 
fc m^mBn^mz^M-t^m^mm^n^ z\ 

H¥ 2-257891 ; 1t-r h^^y D^— (Cytotechnology), 3, 133 (1990)3 ^&tf£>n3o 

fc m&w&n^m^??-*mA-r2>mmMmtvT\$.Fc Wi&m&n%*kmis j &2> z. tan 
io xzzmyafflmx&nit*. ^frtzz>mmx%m*%z\Ltfx%z>o 

mmWzfc, Y^x5in-Y«^§NS0tt, SP2/0«, ^Wx-Xaax^— 

$mmM cHo/dhf i-mm, cm/DGumm. 7^>$xa--?YB2/oiE ir983f jmas. ->>j7 

£?£L<te\ ?t^--X;U7^- lpm«ffllSTS§ CH0/DG44 iMJlg. 7>yh$XD- 
15 TYB2/0«^ IO«Blv^fcC«©*5S«©^ti:fflVi6nsi&^JIS*3&«feWr6n-6. 

fc m&m&mmi'*? d?—<Dm\&.vc M&w&m%&feiz&m.-rzmmfctm\z. wm^ 
2-257891 \zmm^nx^^mizm\Gm ^<DMM^tsmmmm^mm^m\z^ dmt 

f §o®J«l^»ffl^i-tei:UT«,RPMI1640 ^ (07jc»%hM),GIT^ (B^llfrS^ 
EX-CELL 302 ( JRH #M) . IMDM i^iSl (GIBC0 BRL ftlg) > Hybr i doma-SFM 1gm (GIBC0 BRL 

>^<D&mmm%m$aisfemM^*m^z> z\ttfx^z> 0 mzntzMnut&w&%t&$>xm 
m? zztxmm±mwzFcm&w&n*±mwmz^z>z\2i&x~is2> 0 mm-tm^wcm 

^¥ 2-257891 \zm^nx^^m\z^\ dhf r m^mm^^mm it fc M-a-^sK© 

ViT^M-r^^t^T^^ (T>^x^X Chapter 8,^67 i7D-^-;i/. 7 >^^/^^X)o 

30 II^T^S. ttttbfcFcWc&SeR^^frCD^HFatt, SDS-PAGE [*-f (Nature), 
227, 680 (1970)] t>)X7^>^D^f^>^ (7>?#r^X Chapter 12, ^E/^n- 

Lit£?\z, mm, m&mm. mmmm^r^mmm^^\tmmmmz^x%mmrr^ 

35 Z.tWX%2>o 

mz, mfcittm<Dffim&n*ftm?zmii*misX^zmfa<D®&iz\z^ ±ei. fcie« 
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ftmm^mw&mmm*mm?2> z t\z i o , *mw<Dtnmmm j pmw&n®.j8.m& 
^mmomikm^m^mm^t vxn.skm^mt^mxm^rc o-i, 

^•^jt^iMb^-fr-S^r^ (Cell & Tissue Culture: Laboratory Procedures, J0H0N WILEY & 
10 SONS 2C:1) ^tf&W&n*. OTfcU *©A#W&0!l£*tf*. 

!*M1X1 0 5 -l 0X1 0WmK|ifS.b<tt4X10 5 ~6X10 Wm 

i £tez&5izmm?z>z.2zi!)W%.v\,\ Mx.\&s mmmmrnxn, mmwzmm&mmv. 
mmv, mmmsitf ioxio s ~4 oxio s M/m i tcitufcs, *iJhLflii?*+fc<ii*i* 
M-fit^f-a-i, 6-73-7iiSi0y;Aie^v y h$n^«S: i x i 

0 5 -10xl 0WmKlffSb<tt4Xl 0 S ~6X1 0 6 aMS/m 1 ii&SiSteg&K 
20 U a^O»*«BJI&0*«^*ffiViT4'-7 HSfelC, IBWBS&ai** 1 0X10 5 ~4 0 X 1 0 5 

0 s ~3 0 x l 0 5 iifflJ5&/m 1 ifc*«k5fcS&BU TtE©/\*y^ig»T/BV>e>n3^*^#T 
. 3-5 BTOilT, m^«^fT-5Ct*t-eis. 5^*5^ «tf^&*©fllWi=t», 

25 mb\sitmm<D&&mz* 9 o%&,±izmwvxa<zt^m.^v^o'^.r^ a-i,6-?u—x 
~t?©$v AiCT/ v b%ntz.mM&t£\mmmoBMmmmz-z>\,*x. mmh 

0. l-10g/L, S6fcj?SL<tt0. 5-3 g/Li&§J;5l:iMi§i^iPUT 
30 33<£<fcV>„ 

35 fflj&HBBtt£$9?u &h^<DV3LMzim!&T(D&mx?M]®&A&&5\z&m\s. to© 

iUfiL^flfi^^SMViT, 3 0~4 0^ 5%C0 2 -f>^- F*iT«killffl»flf S. 
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7Ai^)5V y 777 h$tlfe«t UTtt, WK704-2B8P (FERM BP-8337) , WK704-2871 (FERM 
BP-8336) , WK704-276O (FERM BP-8335) ^Mtkm^mzM^VtzM^^M 

20 4t7j*£ £ R«©^feT?fr oZ\h & 0 

feT?»n«» iis^^e.ti?>i!i^iiaiig©^*fe©vi-rti > T! t! b^v^^i:^^^ 0 mxu, n 
mm<Dmw&m<D£.m&&ntb2>izu7x. FAy^i&mttteA-y 3.-73 u 

25 Vi 0 

(1) '/XygHjRH 

30 RPM 116 4 O^ffi [The Journal of the American Medical Association, 199, 

519 (1967)) > E a g 1 e©MEMigift [Science, 122, 501 (1952)] > ^K<y3^ME 
MigitfeCVirology, 8, 396 (1959)] > 1 9 9igiffi [Proceeding of the Society for the Biological 
Medicine, 73, 1 (1950)] , F12«i CProc. Natl. Acad. Sci. USA, 53, 288(1965)] I 
MDMSffl C J. Experimental Medicine, 147, 923 (1978)] 4Wt&tf&*lSdt, £?£U<K£>. 

35 DMEMigi, F12ig*&, IMDM«iTO^5n& 
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ycK~», L-n-r-», L-iJ5^X >, L-yni-;i/T^->, L-yn 

10 6 h*. 

ttB^OlStlT, ^n-XOSSIi2 0 0~6 0 0 0mg/L, $?£b<«3 0 0 
0~5 0 0 0mg/LTfel.. 

TS/ife©ai*tt, ■W^.Ji, L-77->l~160mg/L (jgF * L < 13 3 — 1 2 0 mg 
/L) , L-7M->-Itl 0-1 0 0 Omg/L (0£L<te:3 0-8 0 Omg/L) , 

15 L-7X/^7^>-7^«ll 0-2 0 Omg/L (J?$b<tt2 0-1 5 Omg/L) , L- 
7XA7^>i5~10 0mg/L (^K(ilO~7 5mg/L) , L-v'Xf >— ±£l1Ii 
10-2 0 Omg/L ®$Ktt2 0~15 0mg/L) , L-W5>t5~2 0 0m 
g/L (^UttlO~l 5 0mg/L) , L-W5>5 0~2 0 0 0 ($?£L<«1 
0 0 — 1 5 0. Omg/L) > ^U S/>2~1 0 Omg/L (jif Jb<tt5~7 5mg/L) , 

20 L- t7^^>- ^M— 7KfD^5~2 0 Omg/L (jfftb<«l 0~1 5 Omg/L) , L 
-- T yn-T-»2~3 0 Omg/L W$L<tt4~2 0 0mg/L) , L-n-T^> 5~3 
0 Omg/L (§f£b<«l 6 — 2 0 Omg/L) , L-U^>-Ml 0~3 0 Omg/L 
(Sftl/<tt2 0~2 5 0mg/L) , L-^tz>5~l 0 Omg/L (£F£ L- < « 1 0 
— 7 5mg/L) , L-7x-JV77->5~2 0 0mg/L (£? £b< 1 0 — 1 5 Omg 

25 /L) , L-7n>J >5~2 0 Omg/L (£f3;L-<tel 0-15 Omg/L) > L--feD > 
5 — 2 0 Omg/L (£?i;b<tel 0 — 1 5 Omg/L) , L -X l/^Zi> 5 — 2 0 Omg/ 
L (£?£L<fc£l 0-1 5 Omg/L) , L-HJ7h77>l~4 0mg/L (£?£b<te 
2-3 Omg/L) , L-^n-»--7-hUr7A-7K^#2~3 0 Omg/L (£?iib<te4 
-2 0 Omg/L) , L-AU>5~3 0 Omg/L (Iff^KSl 0-2 0 Omg/L) T? 

30 &-So 

fc?^=l>(D2S^3, 0!!;U;£> d-tf^>0. 0 0 1-0. 4mg/L (If^KttO. 0 
0 2-0. 3mg/L) , D-A^h^^^l/i^AO. 0 0 1 — 10. Omg/L 
L<«0. 0 0 2-7. 5mg/L)\l{[:3U>0. 1-20. Omg/L (0f£b<ttO. 
2-15. Omg/L) , liO. 0 0 5-2 0. Omg/L (0?£L<«O. 0 1-15. 
35 Omg/L) , my o-l'/'>h-;l/0. 0 1 - 3 0 0 mg/L L < 0 . 05-20 

Omg/L) , 7MT~»7$ FO. 0 1-2 0. Omg/L ($?£L<fctO. 0 2-15. 
Omg/L) , tTU >*U— )V— WO. 0 1-15. Omg/L (»£L-<«0. 0 2 — 1 
0. Omg/L) , U^^7fc'>0. 0 0 5 — 2: Omg/L ($?£L<&30. 01 — 1. 5 



i 
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mg/L) , ?7$>-M0. 0 0 5 — 2 0. Omg/L (^KttO. 0 1-1 5.. 0 
mg/L) ^ e/7;3A'55>0. 00 1 — 5. Omg/L (#?i;L<teO. 0 0 2-3. 0 
mg/L) Tfe^o 

^aiStt*K©aiaitt, 09*.fcf, ^>7U>1 0-5 0 Omg/L, 2?£L<« 50-30 
5 Omg/LW>X'J >$lit?iH^l 0 — 5 0 0rag/L,^L<«5 0 — 3 0 Omg/L, 
h7>X7i'J>10~5 0 0mg/L, #?£b< U5 0 — 3 0 Omg/L, 7J^$>2 0 

0 — 6 0.0 0mg/L, ^L<li7 0 0~4 0 0 0mg/LTW. 
^yT-mmtt. jI3tpH6~8, 3 0-4 0 ^O^frTt 3 ~ 1 2 0 Flfi 5 . 

(2) 7xhVt-/«» 

is .fcvv&mmM. ^wM&^z-&fr%<D&m^*>nz>o rpmi i64os 

ife [The Journal of the American Medical Association, 195, 519 (1967) 3 > E a g 1 e <D 
ME MM [Science, 122, 501 (1952)L jT)V*>y n MM EMM [Virology, 8, 396 (1959)], 

1 9 9^i-te [Proceeding of the Society for the Biological Medicine, 73, 1 (1950)] , F12 
Jgitt CProc. Natl. Acad. Sci. USA, 53, 288(1965) J , I MDMigiti C J .Experimental Medicine, 

20 147, 923 (1978)} 4fflS&i?&nS#!, fftt<«, DMEMigift, F 1 2i§tfj, IMDMigi 

Mskmmmz\$, ^mzmcxmmmmfD^iz^mfsi^.mm^m, gzmm^&mM? 

75;ttLTtt, L-7^->, L-TJPfc/, L-7^7^>, L-7^7=?> 
L-~>X5P>, L-^;i/^i=>B^ L-^;W^5>, ^U>->, L-t7,^^>, L—f 
VD^i/X L-D-f^X L-U> ? >, L-^^^-->, L-7i^I/77^X L~7°D 
U>, L— feU>, L-7.1/^n>, L-h'J7'h77X L-^D-», L -A U 
30 tfStl, lffl£fc«2®^±m^fc>i±TJB^en&„ 

;K H7-»75F, tTUH^+r-;K U#77t'X ?7 = X J/7/a/t75X DL 
-a - bnr7xn-;Mg>oWf £n, l®Sfe«2ffi^±m^-g-t)-&T^^e.tl^o 

35 >^^^tf^tl^>o 

mm^rdtmmm^^cD^mm^cDm^mijmtvx, ^n~xtt2o o~6ooomg 

/L, IftKttl 0 0 0- 5 0 0 Omg/LTfe-5, 
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TS/^te, L-7^->l~9 6 Omg/L (^b<«l~64 Omg/L) , 

L-7J^>-111 0~6 0 0 Omg/L (jftKttl 1-4 0 0 Omg/L) > L- 
7XA^>-*$1«I1 0-12 0 Omg/L (^Kttl 1-8 0 Omg/L) , L — T 
X^7^>t5-6 0 0mg/L (ffSL<«5-4 0 Omg/L) , L-vXf>rtil 
5 0-1 2 0 0mg/L (Jf^L<ttll~80 0mg/L) > L-^5>t5-1200 
mg/L Gf?£L<«5~ 8 0 Omg/L) , L — !f)\/& 5/5 3-1 2 0 0 0 ($f^L<« 
5 5-8 0 0 Omg/L) , ^'Jy>2~6 0 Omg/L (£?£b< «2-4 0 Omg/L) , 
L-hX^/-ISI-*atl5-l 2t)0mg/L (#f£L< 5-8 0 Omg/L) , L 
— rvn-fi»4~ 1 8 0 Omg/L (^K«4-l 2 0 Omg/L) , L-n-f~>>l 

10 3-1 8 0 Omg/L (jftb<lil4-l 2 0 Omg/L) , L-'J^>-Ml 0-1 8 
0 Omg/L (jfSKIil 1 — 12 0 Omg/L) , L-*^— >4 — 6 0 Omg/L (#? 
3=b<«5 — 4 0 Omg/L) , L-7i^77->5~1 2 0 Omg/L ($f*L<«5 
-8 0 Omg/L) , L-^n'J>5~.l 2 0 Omg/L ($?£b<«5~8 0 Omg/L) , 
L— feU/5 — 1 2 0 Omg/L (ffSK 5 — 8 0 Omg/L) , L -7, l^~> 5 — 1 

15 2 0 0mg/L (£?£L<«5 — 8 0 Omg/L) .,. L- hU7'h77>l- 2 4 Omg/L 
(iSL<(il-16 0mg/L) , L-^nS^/Zl^hU^A— 7jcfn^8 — 1 8 0 Omg/ 
L (jf$L<H8~1 2 0 0mg/L) , L-;VJ>1 2-1 8 0 Omg/L WSL<H1 
2~1 2 0 0mg/L) TS§o 
t£^5>te, tfilAfef, d-tf:t^>0. 0 0 1-2. 4mg/L WSL<ttO. -0 0 1- 

20 1. 6mg/L) , D-A'VhrVW^AO. Oil — 6 Omg/L tfff£L<«0. 
0 1 1-4 Omg/L) , Mfl^U/O. 11-9. Omg/L ($?£L<«0. ll~6 0m 
g/L) , £&0. 0 1 — 12 Omg/L ($?£b<«0. 0 1 — 8 Omg/L) , myo- 
-f/->I — Jl'O. 0 5 — 1 8 0 Omg/L (»*L<«0. 0 5— 1 2 0 Omg/L) , ?M 
7^>75F0. 02~120mg/L (&£L<te:0. 03~80mg/L) , H+f 

25 — m^O. 0 2^9 0mg/L(|?tL<ttO. 0 3- 6 Omg/L) , U#79fcf> 0. 
0 1 — 12mg/L ($?£L-<«0. 01 — 9 8mg/L) , ?75>-ifflfcO. 0 1 — 12 
Omg/L ($f*b<«0. 0 1 — 8 Omg/L) , /7/nA*7$>0. 0 0 1 — 3 Omg 
/L <$FSL-<ttO. 0 0 1-2 Omg/L) T^^o 

jsas^fc \t.igmm*^<Dtkwmwiwn<Dmmmnmt lt, 09*. <>xu>io~3o 

30 0 Omg/L, £?£L<fcil 1 — 2 0 0 Omg/L, >#if?fiB^ 1 0 — 3 0 0 Om 

g/L, jfSKttll- 2 0 0 Omg/L, h7>X7x'J>l 0-3 0 0 Omg/L, 
$L<ttll-2 0 0 Omg/L, 7^:7*5 > 2 0 0-3 6 0 0 Omg/L, ffSL<tt22 
0-240 0 0mg/LTi5S. 
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\,*mm~FmQir2>z£ibm&v^ B mz.& i&»*<z>i/3o~i/3$?£L<«i/ , 2o 
-l/s^-iej^bT^jn-r^. mmm^muat^m^u, mmmm^. mmmz&tzu. 

10 7iFA>fMtt, IfpH6~8, 3 0~4 01CT\ 3~12B^fT-5o ig** 

(3) n-y3.-pa>tgm 

fcuszmmm. mmmm^m^^rrc%mm^^n^>o mfomiziz, rpmi i64og 

ife CThe Journal of the American Medical Association, 199, 519 (1967)] > Eag 1 e<D 
MEM^CScience, 122, 501 (1952)3. &)V^y n«MEM^CVirology, 8, 396 (1959)D> 
20 1 9 9i£M CProceeding of the Society for the Biological Medicine, 73, 1 (1950)] , F 
1 CProc. Natl. Acad. Sci. USA, 53, 288(1965)] > IMDMgi [ J . Experimental 

Medicine, 147, 923 (1978)] ^tffotf StlS*^ *f?£b<«, D M E Midlife, F 1 2f I 
MDMMW^6.tl§o -hlBigife^t, A^^^Tia^UfcMlfilWM^ViTfe J; 

TsymtbT«, l-x^~>> l-t;i/=?->, L-rx;i7^x l-tj*a^=£> 

30 Vn^-», L-d-fi>>, L-U> ? >, L-*^:t— >> L-7z-Jl/77-X L-^D 
>J>> L — tU>, L-^W^-->, L-h'J7°h7r>> L-^D-», L-AU>^& 
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»f0lSitt, ^3-7011^5 0 0- 6 0 0 Omg/L, ^KlilOO 

0'v2 0 0 0mg/Li;3>hn-;^n§. 

©SSttiaa, Mx.fc£, -f >XU>4— 5 6 Omg/L, ff*Utt2 0-3 6 0mg/L, -f 
5 >X'J>HIIBl i 4~5 6 Omg/L, iftt<S2 0-3 6 Omg/L, h^/X^U 
>4~5 60mg/L, jfSU<tt2 0~3 6 Omg/L, 7J^>8 0-6 5 0 Omg/ 
L, ^L<tt2 8 0- 4 5 0 Omg/LTfel). 
75/B*iLT«> L-77^X L-7JMr— L~7X/l7^>, L-7^7^> 
L-^X^X, L-^;W^5>^, L-^;i/^5>, ^U->>, L-h7^X L-- f 
10 yn-fyX L-D-ffX, L-'J^X, L-^^—X, L-7in;V75-X L-7*D 
UX, L-t'JX L-Xl/^X, L-hU^h77X L-fDi/X L-/tUXfsfi«* 

wren, la^fcttaaaisft^to-tirTfflVisns. 7$ WAtf; L-77- 

XI— 2 0 Omg/L (^L<tt2~16 0mg/L) , L -7;i/3=~X— jfQft 1 0 — 1 1 
•4 Omg/L (#?£L<fct3 0-9 4 Omg/L) , L -7X^7^>- 1 0 - 2 5 0 

15 mg/L (j?ib<«2 0-2 0 0mg/L) , L-77/^>R5-14 8mg/L W 
SL<ttlO~12 0mg/L) , L-^?>rlil 0-3 5 Omg/L (£?£L<Ki2 
0 — 3 0 0mg/L), L-^5>||5~3 2 0mg/L (jfSKttl 0-2 7 Omg 
/L) , L-^M$>50-3 3 0 0 (Jfil<«1 0 0-1 8 0 0mg/L) , ^U~XX 
2— 14 8mg/L (§f^L<«5— 1 2 3 mg/L) „ L - fcX9^XX— Wfc— #iRl4& 5 — 

20 2 7 Omg/L (fl t *L<»il 0-2 2 Omg/L) , L — f VD^f 5/X4-4 7 Omg/L 
(^L<tt4-3 7 0mg/L) , L-n-f^Xl 0-4 7 Omg/L (if^L<til3~ 
3 7 0mg/L) , L-U-XX— tfBK 1 0 — 5 3 Omg/L (ff$L< «2 0 — 4 8 Omg/ 
L) , L-/^->4-15.0mg/L (^L<tt4~12 0mg/L)\ L-7i^P 
7^/4-3 1 Omg/L (0?£b<«4-2 6 Omg/L) , L -fu U X 5 — 2 7 0 m 

25 g/L ($?£L<«1 0 — 2 1 Omg/L) , L-t'J>5-2 7 Omg/L (fftKttl 
0-2 2 Omg/L) , L-Xl/t->5-3 5 0mg/L (jif*L<ttl 0-3 0 Omg/ 
L) , L-h'J7h77>l~65mg/L (#?£L < \t 2 — 5 5mg/L) , L— ^D^X 
— •7-hU^A-7K^4~4 7 Omg/L (^Ktt8-3 7 Omg/L) , L-AUX1 
0-4 5 Omg/L (lf$L<ttll-3 5 0mg/L) Tfe5. 

30 H^5>tLTH d-tf^X, D-A°>h^>m> □ U X, myo— f/Xl — 
;k :M7XX75h\ tf'J F^iT— ;k U^X^fcfX, ?75X ^/nA^SX DL 

©***8&iqftfcJU 0H*fc& d-fcfrt^XO. 0 0 1-0. 4 4mg/L ($?£L<«0. 0 2 
-0. 3 4mg/L) , D-^> hf/SSl^Jk^A 0 . 0 1-16mg/L (ffSKttO. 
35 0 2-1 4mg/L). , IflsaU XO. I~2 1mg/L,(^l<tt3 0. 2-1 6mg/ 
L) „ H&O. 0 1 — 2 6mg/L (£F3;L<«0. 0 1~2 1mg/L) , myo — i J 1/ 
h-;i/0. 0 5 — 3 1 Omg/L (£?£L<ttO. 0 5~2 11mg/L) , t^7'»75 
FO- 0 2~2 6mg/L ($?£b<«0. 0 2-2 lmg/L) , H'J ^t-;i/-M0. 
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02~21mg/L (£f£b<«0. 02~16mg/L) , U^^tfX). 0 1~2. 6 
mg/L (£f£b<«0. 0 1~2. lmg/L) , ^T^>— ^MO. 0 1~2 6mg/L 
(£f£b<«0. 0 1~2 1.mg/L) , ^7;3A'75>0. 001~5mg/L (£?£b 
<te0. 0 0 2~3mg/L) TSS, 

tcizmii&zn&o iio^ttckDf \zmmmm&&& iz&tctiz, „ 

^^itjt $ i -5 «©«i$iisj iz &z>±mm<D 2/5-3/5 m-r z. 
tiz&v&m&vm^m&mztuz* ■ 

. *58Wfc*ViT«i|tt, MpH6~8, 3 0~4 O^O^Ttl 0~4 0 HMfr 3« 

m^znz>jimzmvTTToz\ttfT*%z>o 

£1 0mg/LK±>^l<«2 0mg/L&±te^bT«Srr*£i##3;bV>.— 

wfa©«aa**^$*s»'&fctt, 0n*-fc88si«£+©-f >x u >mm*. iomg/L^ 

M*\z<i >M >ft<£&nT^mt. ffifa<D ZfctblZ. >f >>UJ>«iSJnbfc:< 

25 T<fcVi^ ®«ta»St?ft«t»fc-f >X'J>IM0. 0 1-1 0mg/L, ffSL<tt0..Ol 
~5mg/L(:a§j;5 £ t ffiU £ b V> . 

anus*©-* u >«ME*wjr$-$3mtt, -oxuxo^nsE^wxffts^si, m 

30 iU>, r;^5>*©sa«s«jab^vi««i*fflViT, ±jfi©^fc«^>T, &jfiLtttt*ft 
^ufciieii»©iai, ^#:t©nfp'i4, «4>t©^mw> ifiL^#^©m 

Current Protocols In Protein Science, John Wiley & Sons Inc., (1995)* B^^-fb^^i $T 

mtemtmmfom. M^t^mx (1990, B*£ft&&* m&tt&9m&&9 ^)v=e>i 



.1 
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^^Ktf^Ev, j&mt^mA (i99D, mwnkmmmmz y^vh—^mmm, fimmz 

^fffc (1982), Monoclonal Antibodies: Principles and Applications, Wiley-Liss, Inc., 

(1995), vxftj&M%&&3jK. m&wffii (mi) , &wrM. wmiK&m, &m±m am)m\z 

J1V>T, SaStSa^ffiSf^ffl^tBl^-r^^t^-efrS (J. Immunol. Methods, 145, 229 

(1991), nmmmw am^v-^t^up^u-x ^yn^no^mnm^mmmm, 

10 ^±tt (1996)) o 

5tI0I#SKlfeiMM^SIl^t>t&^*WS b^. 
5. lS«i©W 

mmmmzM-r^^mBu elisa sarxm^flci* >it- ■ ^a^uv — r a / -t 

20 ^tf— (Cancer Immunol. Immunother.), 36, 373 (1993)] ^fc<fc irtM^ttig* 

wueacfc^-rsauiaKiiF^tttt* cdc?s<i£, adcc jgi4^<£»ijrr s c £ 0, wurrs^i: 

^tfS[^t>1r Ti^/n^— A y-b^fc!— (Cancer Immunol. Immunother.), 36» 373 

(1993)] , 

25 ac^m^^^TlWrs 
(1) *tt«-75y»lftfiJ^W 

nsaMm^©iaim©ffi^«ftt, h u wte^T, «im©m*n7jc^*ff a - 1 

35 UT, Dionex ISIIMI (BioLC) StlSo BioLC 

13: HPAEC-PAD (high performance an ion-exchange chromatography-pulsed amperometric 
detection) [S^— • U H • £ h ^ 7^ — (J. Liq. Chromatogr. ) , 6, 1577 

d983)] \z&-?Tmm&*frtiT~r sitTfes. • 
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(Agruc.Biol.Chem.), 55(1) , 283-284 (1991)] fcfeT^jbPTfc^bfeTO* 2-T5 V tf U ^ 
5 (2) . »M*^?#T 

hU- (AnaLBiochem.) , m,73 (1988), ^Wb#*^ 23-^fiK^M^l* (#£?tfi 

jMtWfctt, meii^sk H7^>^LTti^iit\ 2-75 y try ^> («t, 

PA ^IBf £) ^J;^MMom7t«iiC^ J f-±;i/-^-y-;t-r^-^r^XhU- (J.Biochem.), 
95,. 197 (1984)] £fro£:^ y;i^jfifc:J: OlS^jfifJ© PAflsK8*&£fc««U Mffi^n 

ff~5o Sine ©^S* fetid, 2^7C«^T^7 p -htyp-/ hU *mx^>y-H (TaKaRa 
M) , iSC&K [7tUf-fM-/H^57h'J- (Anal. Biochem.) , m, 73 (1988)] 

$ BfC^tfi!© MALDI-TOF-MS &£©|tS##r£fT 2 ^7cttf«^y y^fc«k Otft^Sn* 
20 «jg*flWB"raci:*tT?^*; • 

7. tt»B9raj&fc©$i;i§ 

t<DWmmfe&nt>nx^Z>& [f^X>X (Science), 280, 1197, 1998] , -*»«IC«k-0« 

35 fftB©ift«te:'bofctfJ5. 
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10 m^P3*SiJl^lSi|-r^trL#:i:LXtt, inGD2trE#: (Anticancer Res., 13, 331, 1993 

) , tnGVZinfa (Cancer Immunol. Immunother., 36, 260, 1993) , Jo* GM2 ifrffc (Cancer. Res. , 
54, 1511, 1994) , taHER2#[#; (Proc. Natl. Acad. Sci. USA, "89. 4285, 1992) 
, irE CD52 iri#: (Nature, 332, 323, 1988) , iaMAGEfevft (British J. Cancer, 83, 493, 2000) , 
£tHM1.24#t#: (Molecular Immunol., 36, 387, 1999) , StBJ^JRWl^^E^Hitaa (PTH 

15 rP) £rt#: (Cancer, 88, 2909, 2000)., $t FGP8 tttt ' CPfoc. Natl. Acad. Sci. USA, 86, 9911, 

1989) mmM&m/mmmmmm^^ ttFGFss*^* a. bioi. chem., 265, 16455, 

1990) , ffim.m&mmmtommmm^&mimfts m^>^v>mmmm^m^ a. Neurosci. 

Res., 40» 647, 1995), in-f >X U >»JfMH^S#fl#t#:(J. Neurosci. Res., 40. 647, 1995), 
i?i PMSA (J. Urology, 160, 2396, 1998) , ttfiaMftBLMMMmm^itifc (Cancer Res., 57, 
20 4593, 1997) &fc\Zfajk^fofem$&MM^&®ft$fifc (Oncogene, 19, 2138, 2000) , iriCA125 
8Mfc'#U7-lA8tffc #W >7-tfV>ct\&Zffi&, m CD33 tfifa irC CD22 ta#:, *aHLAiii#:, 
trt HLA-DRtrE#:, fei CD20M^ trt CD1 9 in*, ttBGFg&flstfifl: (Immunology Today, 21, 1 403, 
2000) , trtcmoinfc (American Journal of Clinical Pathology, 113, 374, 2000) fcE&fe 

#: (Immunol. Rev., 127, 5, 1992) , ifC-T — D-f 6g£F##i#: (Molecular Immunol. , 
jtt, 371, 1994) , #K n-r^>5trt# (Immunol. Rev., 127, 5, 1992) , ta-f 

D-f*>5Si#*i#; taO^-D-r^>4^E#: (Cytokine, 3, 562, 1991) , tt-f 
n-<*>4S*ft*t# (J. Immunol. Meth., 217, 41, 1998) , fftMWteEB'PtfM* (Hybridoma, 

30 13, 183, 1994) , tUil0EH7SiMA# (Molecular Pharmacol., 58, 237, 2000) , ft 
CCR4 (Nature, 400, 776, 1999) , fflrtti-i >£n# (J. Immunol. Meth., 174, 249, 1994), 
tt^SK >gg##t#: (J. Exp. Med., 186, 1373, 1997) , #ClgB#M*\ #t CD23 tftffc ta 
CD1 la ^(Immunology Today, 21, 403, 2000) , in. CRTH2 ftffcO. Immunol. , 162, 1278, 1999), 
#tCCR8ift# (W099/25734) , irt CCR3 *ft#: (US6207155) fcgj&Sfctf&ft*. 

35 flKRSfeRafcH5gt-*ttJB*B«-r*tt*ibTtt, trEGpIIb/I I la ift#: (J. Immunol. , 152, 
2968, 1994) , fajk^temmffim^tfifc (Science, 253, 1129, 1991) , $itiiL'MRm&mm 
H^P3fc*tf*#Mfc (J. Biol. Chem., 272, 17400, 1997) Sfctt^ttOKHHTtttt (Circulation, 

loi, 1158, 2000) ^H^fewsns. 
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DNAia#: (Immunol. Letters, 72, 61, 2000) ta CDlla ta-f*, $fi ICAM3 ifrffc, ta CD80 tate, 
CD2 ta#, #t CD3 £atis £a CD4 trtf^ trC-T >7=-# U > a 4 3 7 ia#> fit CD40L Jafls fix IL-2 
5 £.#t*#Mfc (Immunology Today, 21, 403, 2000) fcEtffotf £>n&o 

^ -f & & v > t^iiii mm-r z> mm &sarr 5St#ti/Ttf, gp 1 20 gut 

(Structure, «, 385, 2000) , iaCD4la#: (J. Rheumatology, 25, 2065, 1998) , ta CCR4 
ia#U ia^D#iitta#: (J. Clin. Microbiol., 37, 396, 1999) •fe.Eifi&tf e>n&o 
±IBIa#«> ATCC (The American Type Culture Collection) , mfc!&W9tttM1l&Mf& 

io «fx» j:mmi&&ib3:Mmmtmm<D'&mte®M, &ztou*Bttmm&fc r&d 

SYSTEMS %L PharMingenft, ! □XWm 7^-3 v-^^^OS^K^IS^tt^SA 

20 i>cw, -^-^^tfi&wrsh*. 

25 Sifc«©?ft3& p - b H n^^lf ixxf;i/if ©»J, x'ha^U-^W-;^ ^ 
30 ;Mg©#B*£im ^U"feU>^©^IM^^JflJ^ltLTffi^TmigT#-5. 

&mn&-$\zm%tzmmii\sT\t, mmn, mm. mmm&afiMztiz. 

&mm\z, mm, -Jwmmm, &%wzmm<DM&m^fc%uft^&m^xmn-zn 

\z£^TBm&m\&mm~t&z.£bT*%& 0 

r> fr^mmm&wMM&mm®.^£ vx#mis^w*®mz2Kz>&fcm*m^xm 
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•fi#£LTH#«fcfcJ3U», ^yt«J>^«wSft-5. ifiaSMll*iU!ffl^§fi 

5 if^Al H^fcD 10/igAg~20mg/kgTS)^o 

ITIt CDCffiWJ^fe ADCC«ttai3t^*S»tf6n» -f>t*»tim ^*<¥© 

CDC J£4£, ADCC Stt, triB'JK^tt, Xgfc >U— • -f A / a v f A / -fe ^ tf- (Cancer 

10 Immunology Immunotherapy), 36, 373 (1993) ; 3=-^>+r— • U it— ^(Cancer Research), 54, 

1511 (1994)] mmbvumzft-D-cft? z\ 

HI 1 ^775 H pKOFUT8Neo ClH§^bfc0Tfe5. 
15 H2tt, ^7X5 HpBs-2B8L©*j6^bfeHT»S. 

@3fl 7"7X5 H pBs-2B8H^ck^^X5 r« pBs-2B8Bm ®#KgS^UfcBIT?a5*. 
i4tt, ^7X5 r* pKANTEX2B8P©^*^bfcElTfeS. 

H'5 teU CH0/DG44aiiSS*FUT8 3t^^;i// y97*y h«c«fc DffiMUfcin: CD20 ^*rt#: 
©b b B U >A°5£i&»J»Raj i fc^fS ADCC«tt*wbfcHT»i.«Wlfc»liai»*Sltt> 

20 '«WK:tt#«aE**n^nw"r. 

25 H 8 U.Mshm&mzWUklstc MS704/CD20 W&mKTf&fflftV Ti'^—msSSLmyx. HA'y? 

ig»£fr<pfcE&<z>, £*ni&«g (a), suited (b), Mm&mmmm. (o, (d) 

m 9 tt, mUhtz 2 «*©i3i CD20 t ^ini^©, t h *»<*•!?© B «HISfc**"r* ADCC 

30 wttfctt^Mftms-en^ns-r. o^iufummmcni-ftsbfe ms704/cd2o t^»# u r 

i/^-jfeiLi7i \*rty?-mmmzX.mmV1zmcmO fchatfr.*7#L# (Ms704/CD20in;#:)> 
#»33R*TJ»* CH0/DG44 ttTMbfdft CD20 t hStfr* ^fctt* (DG44/CD20 j-rtftO ©igtt 

H 10 \t. StSlLfc 2 «*©#[ CD20 fc hM^;* ^ir£#:©, WIL2-S fllflS in vitro ADCC 

35 m'm&TKVtzm-z&Zo ?5yvmizmmmmm&* mmzm&Mm& j £n^n-*-r 0 or*. 

Ms704/CD20#C#:, •« DG44/CD20 irt^CD^tt^^tl^n^To 

EI 1 1 3. 7ng/mL © Ms704/CD20 ifimz 0~300ng/mL © DG44/CD20 &ife&W&[\VTMM\st£#i 
CD20 t «**9tt#*&Jfctt©, WIL2-S |fflj&fc*f"rs in vitro ADCCigte&wbfcB|-C&*. 
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012tt, Ms704/CD20jr[#:O^C)75:?)Sn:#:m^t, Ms704/CD20 tfimz 9 feMO DG44/CD20 
irt#:^S-&bfetn;#:|l«0. WIL2-S ilffljl&fc&f Z> in vitro ADCC Stt^lfclT$5, tf 
.5 ^7M£ifflJM^^ 

^silPUfcDG44/CD20in:#©M«> ^^M^n^tl^-To □ &Ms704/CD20^CD^S,& 
£^Ma/&$K ■ « Ms704/CD20 #t#fc 9 fg*<£> DG44/CD20 tii#:^M-&bfetn:#:te^©?gtt^ 

io. $£w*^n-tz>tctb<Dm&<D : i&n 

mnm 1 ^VA±n#fit5ixc futs m^^m.mvrc cho/dg44 

1. 9^-fX-X7\£X#~FUT8 jtfe^X^V > 2 ^-^ttV >^^-^5 F 
pKDFUT8Neo • 

W002/31140 ©SIJS^ 13 0 1 ^fcflB«O^F«fefcJ: Dfllg^fc^Wx— XAAX^— FUT8JI 
20 Crjpx^ V> 2 $—y : r4 F pK0FUT8Puro ^ckt^y^X^ F 

pKOSelectNeo (Lexicon ftSD £/BV>T> OTO*C: UT^7^5 F pK0FUT8Neo Sfll^gUfc. 

X^X5 F pKOSelectDT (Lexicon #M) 1.0Mg£ 16 ffiOMPfilj AscI (New England 
BiolabstfJD *ffiViT37t:T2BtrBlS)S$i±fe„feS^ ; £T^n-xy;i/m^llbfe^ 
QIAquick Gel Extraction Kit (QIAGEN £JBV>T> ^IHfiftfcTOSI^LX v 

25 h*^tr#51.6Kb<OAscr»fM-*igjR'Ufc. 

^7X5 F pK0FUT8Puro LO^g £ 16 ^&<DUmmm AscI (New England Biolabsft 
$5) £fflV>T 37*CT 2 I^MK^S*fc.^bRlS«>^J!iffC15t!|c**Alkaliiie Phosphatase (£ 

30" pKOSelectNeo fi5l5<D AscI Writ ($J 1.6Kb)0. 1/zg i^7^5 F 

pK0FUT8Puro &5fc<D AscI $rtf- (*U 10. 1Kb). 0. 1 jag £M7K£in*.T 5 L tU LigationHigh 

F DNA SfflViT^»«f EH5 o«c«»WEiftbfc. JBJWgifc*®* a->J; D#X^X5 F DNA 
&MMV> BigDye Terminator Cycle Sequencing Ready ReactionKit v2.0 (Appl ied Biosys terns 
35 *fc«) *JBV>T^©»l?l3»fc^T£J&tk IW%fc<DDNA v-^>itABI PRISM 377 

sffi?>j^Mifco si ^ uts m<DmMmm&&-?zm 1 i^tfc^xs f pkofutsnco 

fc.tt^XS F«CH0«OFUT8it^y-/^T^ F«fflfl§SfPIS-rSfc«)0^-^^ >^ 
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2. y/A±©FUT8«^?$i3h!— w&vrccaommoftm 

(1) ^-yf-f >^^-pK0FUT8Neo#A*fc©m# 

Fn£HHg^G#*&ifr&? (dhfr) ^^»bfe^^-Tri.~XAAX^-5Pmfi*CH0/DG44 
Ifflflg [Somatic Cell and Moleculer Genetics, 12, 555, 1986] ^ISSM 1 © 1 Jg-elf 

5 ^bfc^-f ~-XAAX^-FUT8 yyAI^-^T^ >^^-pK0FUT8Neo £OT© 

?7.XS. H pK0FUT8Neo 280/zg £ 400 #fe©fflEggf^S Sail (New England Bio labs %h$3) * 
JjPAT37 < CT5^^JiS$-e:Ta:*|^bUfe^> 4#g £ 1. 6X 10 6 i|fflJ3§^Xb^ h n7tf 
3 >}*[i^< hT-^/ni;— (Cytotechnology) , 3, 133 (1990)] fc«k D^A^> IMDM-dFBS 
10 (10)-HT(1) [jSWFBS(-f >lf hn5?x>a»)* 10%, HT supplement <-f >H hD^x>ti) 

* l_-»*£*e&tr IMDMJ&HfeO-f >H h n s? x >*t«)] fc!K»U 10cm 5 s «/ -> 
(Falcon *fc«) AfHUfc. 5XC0,^ ^^-^-fiT 37*C» 24^TO*^> G418 (^". 

# T-X ^ftM) £ 600 /z g/mL ©aWe-C&tT IMDM-dFBS (10) B8W FBS * 10% T^tT IMDM 

jam] lomL izmm&mvfto ^v&m&mm* 3-4 B«te*D5ib^6 15 amcomm^ 

. (2) yyAPCRfc«k**Braa&*.©&«? 

*3fi(l)TflSl#bfcG418iHt^n— >fc^U yyAPCR»CJ;«4Hraiaift^.©»»r*KT© 
#{cbTfrofeo 

96 ^1/-Mc#fe G418 ^ D-Xctb h U ^>«La*frofc«, 2 M©^igtfl 
20 [20% DMS0, 40% ^I&iSjliLffiN 40% IMDM] tMmVfZo d©"5 S^**S*«fflJ3§ffl¥JS 96 

^^«-^~hi:bT«fcttfii#fc«bfc. 

h±©^^"V-f ->>Wtt^n— >U, 600Atg/mL G418 £^tf IMDM-dFBS(lO) 
&JB^Tl&IWJ8*bfc«, m^HIJRb, ®JRbfclW63^64MJI©3&as [T^Ut^ #;U • 
25 /Wt^^h'J- (Analytical Biochemistry), 201, 331 (1992)] HfcT#^0->CDy 
/ A DNA £fS$?U TB-RNase Hffif#£ (pH8. 0) [10mmol/L Tris-HCk lmmol/L BDTA, 200m 
g/mL RNase A] 30 u L »^ b tc* 

^vapcr icfflvis^-f v-tt«T©«k5fc:i8jshbfc. £i\ W002/31140 ommm 12 k 

30 ra««*i8Afc^©iB9Ufc«S'&-r*^ , 9-f V- (@5^iJ#^ 10 £fc«i2?>J#-5t 11) 

#9-pmm\izm&"§r*7 i 7<i-*- m&m^ 12 13) . *w«b&. ^-ne^ 

JBV>T, OT©^U^^~^mSJ5S (PCR) Sfrofeo fip-fe, J:ETW«bfc$VADNA»?£ 
£#*10AtL^tr 25 AtL ©^«[DNA #U ;* ^-if ExTaq (^ffiitMh ExTaq buffer (^M 
*h»K 0.2mmol/LdNTPs, 0.5jtimol/L iCJteWSW^-f "7- (7* "7- F^-f *7— 
35 MVmn 10 £fcte@33Wf lb 'JA'-X^^-f^-ttlBM^ 12 f-&ttffi*J## 13) ] &M 

iu 941CT 3 ^m©ftHR©ft, 94t:Ti^ra, eoTreia-ro, 72^1? 2^m^sj&*s** 
i+f--r^;i/ibfc^#TPCR$frofe. 
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pcRm, (w/v) Ttfu-xtfjimmkmizi&v. cho«^vam^^- 

~T-i >if^^-mmmmt(Dm^^tsm 1. 7Kb ©#mwit sna. *>©&»« 

(3) v j i>&*?>r?u*j v\z&%mm®kX<rmm 

£«T©«fcbTfroJfc:. 
#31 (2) *C8|Bfefii# bfe^X^-^b-h©5^, 3jOg (2) T JLfcH £ tlfc NH£ £ O - > £^£J 

x;Wjfi»6IBtt*SaMiiaffl¥JS24^U'-h iff 5-1 j — &§£) ^Silfe. 600tfg/mL©28 
10 StV^tS IMDM-dFBS(10)£/BV>Tl ilM^SIb^, ^«P«ffi¥JS6^b-h {*f?41~ 
-*WS) 'Vffittbfc. *^-h«fcD4^I©^ac [S^'Wy^-TS'y F • uii— ^(Nucleic 
Acids Research), 3, 2303, (1976)] KfeT#^ n— >©y J A DNA ^TE-RNase 
&Wft(pH8.b) ClOmmol/L Tris-HCU lmmol/L EDTA, 200/zg/mL RNase A] 150/iL fc— Iftjg 
fl?b£:. . 

15 ±«B"CP«l/fcyy A DNA 12^g £ 25 ffeO^Jlii BamHI (New England Biolabs *h«) £ 

TEi^»M(pH8.0) [lOmmol/L Tris-HCk lmmol/LEDTA] 20#L fc»#U 0.6*(w/v) 
7ifD-xy^^iil:iL&. &Sfr&, &&©#*£ [^ny-T^ • *y • If • ± 

isBi-)V • TX^S.— - • 1Mx>;*CProc. Natl. Acad. Sci. USA), 76, 3683, (1979) 

20 \zm*> >m^tf; a dna ^e^ufc. *g#»T», ^ u >Wk\zn\sW°c-e 2 ism© 

Ur1f>^Dy h£MV>«.:/n— :/&OT©«k3fcW«bfc. £f\ W002/31140 ©*J8i 

mn \zmm<Dxmz&Q-&mu?tFW8t t ;&mm (e?>j*^9) ©at^ *-y5v>^ 

^^->ff|fIffi^M^^^©S3^J^^-ra^ , ^^^» (SB3»ii U*J:OT9U## 15) 
25 £fflV>T, OT©PCR^fr^feo HP'S, T002/31UOO^«fai2fciaftOD**fefc«kD«Hftb}fc 
y^T. 5 H pFUT8fgE2-2 4. Ong 20 #L ©Stf^CDNA # U ;* 9— K ExTaq (S?S5t*fcM) > 

ExTaq buf fer (3SB3i*h«) , 0.2mmol/L dNTPs> 0.5Mmol/L ±f2A^#^y^-f (@3 
^1J#-^14*3J:OT^J#^15) ]£MU 94*CT 1 ^MOAiniCD^ 94TCT 30 S>M, 55«C-e 
30#ffi, 74"CT 1 #WW>Sfc:«.KJB& Hr^^^U 25 iJ--T ?)V<D0kWV PCR £fx -pfc 0 
30 PCR^, KJ&fc* 1. 75* (w/v) 7#n-*y;M13tfMtoK:#U ft 230bp ©^n-^DNA JHrtf-£ 
«llbfc. #5n&yn- ^DNA^ 5jtiL \ZMV, la- 32 ?] dCTP 1. 75MBq *5<fct* Megaprime 
DNA Labelling system, dCTP (Amersham Pharmacia Biotech ft^) £JB ^XWcMMWi^VTco 

^ItAb, /W^U^-f i?— ^a>«t [5XSSPB, 50XDenhaldt' s*&, 0. 5% (w/v) SDS, 100/i 
35 g/mL tr^ST DNA] 15mL SrJP^T 651CT 3 BfrMOr/WW ^-fef— >a >£fr ^fco # 
fC, 32 P Mbfc^n— y DNA £!»tebT#h;W\J8:Ab, 65^— BfeiPi&bfc. 

/Vf^U^if— S'a^lk ^<n>JRS2XSSC-0.1X(w/v) SDS 50mL £g}*U 65^7? 
15»Slfc. ±|B©ift#ti^*2lltt05gb&Sk JK^0.2XSSC-0.1SK(w/v) SDS 50mL 
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mwv&&cmmteffl&> &&zt&m. (2) T?##bfcMH4^n-->T?*s 50-10-104 #© 

y J A DNA S^&fcct 0 #Wbfc.CH0/DG44 «MB"T?fck R FUT8 ttfi&&fr&&<Dm 25. 5Kb 

5 ©WrM-o^tftiasnfc. — >^ Kitti? n— > 50-10-104 R£ia futs ^fiifi^ft*' 

com 25. 5Kb ©WfM-teJnA, *Bftl^*Snfc#ftjt^fcM#£«&*& 20. 0Kb ©KfrjWftWS 
nfeo MWf>T*©*Jttt 1 : 1 50-10-104 FUT8 MstJt^© 5 "6 1 3 b! ' 

— jWftlftSnfc'sS y y 2? h 9 n->T&S c ijWMWSttfc. 
3. ? J A±© FUT8 Jte^&^r/iW y^r^M/fc CH0/DG44 «©^ 

10 (1) ^-^x^>^^^^-pK0FUT8Puro^A*©m# 

SUttMl © 2^(2)T#^FUT8A5y *j&7&hiru— > 50-10-104 iZttV. W002/31140 © 
mitm 13 © 1 3«fc|Blfc©ar»fc«fc D«ll|Ufc^^-r--XAAX^~FUT8iie^X^V> 2 
^T-yf^ H pK0FUT8Puro SKTOttfcl/TiAUfc. 

F pK0FUT8Puro 440#g £ 800 WOffilWSk Sail (New. England Biolabs ftfiD *' 

15 ][JD^.T37 < Cl! ! 5l^teJS$-&Tit^'fbLfem> 4jtig * 1. 6X 10 , «MS'VXW7 h n#W-$/ 
3>&[1M hff/ny- (Cytotechnology) , 3, 133 (1990)] fc«kD*A«, IMDM-dFBS 
(lO)-HT(l) CHM1U SS3WBJ!e«il^ 10cm 5*y 5^3. (Falcon *fc$g) ^ilfc. 5%C0 2 -f> 
^o.^-^-rtT? 37*C> 24R|K]tt£& Ifa.— OT-f^> (SIGMA &«) § 15 /ig/nL ©*SE 
T-g-tf IMDM-dFBS (10)-HT(1) lOmL fcftttl^ifebfc. 

20 . z.<omw£.mm*i BmzMvwvtzwio 15 Bm<D%m&ft^sWm&z?u~>* i &n 
^wnrcmmm? n->fcMu&T©¥«re'rV aim? y , h^s^anffi^ 

25 tf3.-DV-f>'>Btt^D— >5&ttH^Ufc lQcm ^k<kO«£-hi1t&|ifcSU U >tt 
&flfft 7mL^aAUfcm> ^ftlftlTtllfc. mz¥^y K> (GILS0N *htt) £/BWC 
□ □--*MoTt^, 96^^1x— h (Falcon *fc») ^EtLfc. hU^» 

M*ff ofc«,»«aiflSffi¥JK 96 ^yi/- h (Mr? ) tf?xtkM)^&t7 n->*#«u 

ei-PY-fy> (SIGMA &8t) * 15 M g/mL ©flftT^ty IMDM-dFBS (10)-HT(D) £fflV>T 1 

30 ai««*bfc. 

-h (Greiner*h«) ^flbfc, t:a-n?-f-» (SIGMA *fc«) £ 1 5 n g/mL ©j&gT^tT 
IMDM-dFBS (10)-Hr(l)*fflViTiaiB«ttlUfctft, tMKlHHM¥JMS 6 ft :7V- h (Greinertt 
«) «?V— h J: K)'£m<D-%m 1*2 W vf'T^v H • (Nucleic Acids 

35 Research), 3, 2303, (1976)] fcfeT## n-XD^V A DNA &RI9KU «-*TB-RNase»ff 

?g(pH8.o) 150 ml ic— mmrnvtco 

±f5TMLfc£VA DNA 12/ig £ 25 IM&ftffiliKMME BamHI (New England Biolabs ttffiD £ 
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bfc^ TE£g«$?(pH8.0) 20til\zmffiV, 0.6J5(w/v) 7#n-xy;|/*&8cl&fc:#b;fc. * 
>X(Proc. Natl. Acad. Sci. USA), 76, 3683, (1979)3 t£fi£V\ ^-f P A DNA £ 

17) £J3V>T, ^TOPCR^rfT^fe. SP"£> W002/31140 <D$mM 12 KlBfc© 
^fc«kD«H6Ufc^X$ F pFUT8fgE2-2 4.0ng £^t? 20 /zL ©£jfc*fc[DNA #U * 9— if 
ExTaq(SMi£&j»>> ExTaq buffer (^Jgjfi^fcH), 0. 2mmol/L dNTPs, 0.5jamol/L ±ISjl^# 
10 SW^^-f V- (IB3Wt 16 *5 n) ] £»MKU 94*CT 1 #IW©JQSft©8t 94"C 

1T30W, 55tr?30#P H l, 74t5Tl^W^6tt* i R**llJ--f ^;Pib^251J-'f^;i/©*# 
-ZrPCR £frofco PCRSt 1. 75%(w/v) 7# n— ^^MKMWttfcftU, 230bp ©y 

n.-^DNASffM-^fflMbfe. ^.Snfc^n— yDNA»« SjfcLKfcfU [a- 32 P] dCTP1.75MBq 
Megaprime DNA Labelling system, dCTP (Amersham Pharmacia Biotech %k$S) ^ffiV* 
15 Ti*tt««»bfc. 

^At, A-T^U^-fif— i >/3>W [5XSSPE^ 50XDenhaldt' s «t» 0. 55K(w/v) SDS, 100m 
g/mL •y-^ritt^DNA] 15mL &tia&T 65*0^ 3 P#W©:/WW 7V #4 if— S'a >*frofc. 
fc, 32 P «Ufcyn-^DNA £!»l4bT^ WWV&AU B5*CT?— Ift/N-f iT-fif-v'S 
20 >£fT&^fc. 

A-f yj^-f-tf— '>3>^> P>1& 2XSSC-0. 135(w/v) SDS '50mL fc«}ftU 65^1? 
15#KMJ0»b&. JiBBO«s^lftfP* 2 Hf»0jgb;fc:«, Bl£ 0.2XSSC-0.1%(w/v) SDS 50mL 

25 50-10-104$c#> S^(l) Cffi«©ifrSfcK:<fc D5tf#bfc tf a-DY'f 5/ >ftHt^ nr->© 1 O 
T**WK704«c©y^ADNA**fefciO»«fL}fe. WK704«cTtt, »^»FDT8#ScatCKFft 
*©^ 25. 5Kb ©S&rtf-M^cU «RI3iaiftA*nfc^Jte^ 20. 0Kb ©BfrJt©* 

as&msnfc. t©«f*^s WK704TO, vm&mM&&fcTim.m2nit>7u-->-e&2>zLt 

30 4. FUT8^^S^;i/yy^T^hbfciiI»6©^JW14Jt^©|^5fe 
(1) Cre iJn>Ht- tf5B3i^*-©igA 

^JEflJl ©3^-Cf^MUfcFUT8 ^;i/y-/^T^h^n->©-5^WK704 fCMU Cre Up 
>k*^— if^^^^-pBS185 (Life Technologies #«) ^OTOifcbTiAUfc. 
7*^X5 F PBS185 iug* 1.6X10 6 ifflM^XV^ hn#L— > 3 h^^nj?- 
35 (Cytotechnology) , 3, 133 (1990)] \Z& 0#A^ IMDM-dFBS (10)-HT(1) lOmL fc!B»U 
S6tera«tfl*MViT2^#J|Rbfc. &ftm&&&*ffllJI&%m 10cm yzsz. (Falcon 
*fc«) 7tfc^*atl, 5XC0 2 > STC©*#TTM0 0ra©^*fTVi, 3D--*f)^Stfc. 
(2) Cre 'J3>(ft- £^^^-2»A**©]ft# 
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"f> 10cm 5*w yzs=i.£Y)ig : m±m*® ! &\s. U >tt&ffitt 7mL ^SAl/fcE £#®*fllrF 
»U7co &fctf^y > (GILS0N%h§?) Sffl^Tnnz-^ifloTi^M, 3*U£ 96 
K7U-h (Falcon #:$£) ^WMLTco h U :/^>M£frofcm, ^*ttffi¥JS96^y 
5 l/-h (SWl'ftl) ^#^n->^iib, IMDM-dFBS (10)-HT(1) V>T 1 SITOSU 

fee 

Jg*^_hfB:/l>- h©=8^ n->fc*TL h U y-»MSfrV^2 B*'©iiSCif£iM[209;DMSO, 
40% >>^MjfilW, 40EIMDM] tTOUfe. Z.<D5 96 fV7V— h 

io vxism&mmvrc. 

mzW7V*}7U—h&. G418 * 600jug/mL, tfot.— n^?-r S/>£ 15 Atg/mL ©iS^-C^tf 
IMDM-dFBS (10)-HT(1) £/BV>T7 BTO*bfc 0 Cre U 3 >H^— ifO^^J: 0 loxPgB^J^ 

&&nt£mtt&MfcT±<DMmm&MfcT*m&-znfrm\3ip n->«, G4is * <£tf t?a.-a 

15 .(8) ^Atif^pyhfc.kSiafttffl^llte©^ 

#«(2>T?jLffi§n'fcHH£^n-> (4-5-C3) i:»U,aT©¥IST^;Atij , >^Dy hi: 

#^(2)T^##LfcvX*-:7V- h©-5"&, JbEHHti' D— >£^tr 96 ftrfV— h * 
jg&U 5X C0 2 , 37'C©^#TT 10 ^M#«Ufco #g^> ±13*P->fcKyS*r**x;P 
20 •*>5iMJte&&^liSM¥fi24ft:7V— h (GreinertbS) 'vSSLfc. 10% # ^B&iBrtDLl* 

(Invitrogen^) &&&imm&<Dm supplement (Invi trogen ifcft) *»iPbfc IMDM^ 
«Klnvitrogen*fcJB) «fl§wr 1 Wffl&mVtz&MMMmmstm 6 fVfV— h (Greiner *fc$g) 
^llllfc. &-?V— h&Qtemttm 'TS/yH ' U It— ^(Nucleic Acids 

Research), 3, 2303, (1976),] i:foT#^D->oy/ADNA^iU #*TE-RNase Jgftf 
25 ^(pH8.0) 150/xL fc—Bfe»»bfc. 

±W3T»bfeerV A DNA 12Mg £ 20 ¥&©$J|&#* Nfcel (Nev England Biolabs %M) £iJP 

JfcSU TEM«(pH8.0) 20/iLfc»#U 0.6*(w/v) 7^D-7m^*il:iUfc, 

&fcl©#& IZfUzs— y*4 • #7 • & • ^->3 ^1/ • T*^5- • • it-<X> 

30 X(Proc. Natl. Acad. Sci. USA), 76, 3683, . (1979)] \Z$£\,\ ^ P A DNA £>jto 

^Ufeo K?H7ft, n>m^b80t:T2BtK<Z)MS^ffv\ BjefcUfc. 

43«ktf83#l#^17) £MV>T> KKTO PCR £fr-r>fc. IP^> £ffl$g 1 © 1 J|(2)Tffc^7X 
35 5 h* pFUT8f gE2-2 4. Ong £"£tf 20 m L ©£« [DNA # U ;* ^ -if ExTaq (SHBifrfctSD , ExTaq 
buffer (^fijfiiktt), 0.2mmol/L dNTPs, 0.5/zmol/L JtiBit^f^&ft:/^^ (@B^"J#^ 
16 *5 JjtfE^J** 17) ] £M*U 94^^ 1 #Ha©M*©^ 94 < CT 30 ®m> teX^T 30 
liWlftmft*>fc%fcJfo& l^^;btUfc25U--r^;i/©^#TPCR*frofc. PCR^, K 
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f£3&£ 1.75X(w/v) T^n-7,Wm^Wj^«b^tJ230bp<D^ , n--7 > DNA^f>t^*»8aUfco 
f Snfe^n- :/DNAi£$g 5MLfcftU[o!- 32 P]dCTP 1. 75MBq43<fc££ Megaprime DNA Label ling 
system, dCTP (Amersham Pharmacia Biotech $fc§?) £fflV*T;fefcfJg§Mgi&bfc 0 

5 ^XL, A'fyj^f- ~>a>?& [5XSSPE> 50XDenhaldt' s 0. 5%(w/v) SDS, 100/i 
g/mL It DNA] 15mL ^1i\l^X 65*07? 3 IflO^WW ^'J >&ff ofc. # 

fc, 32 P^bfc^n-^DNA^MbT^h;i/^Ab, 65tiT-llfeMbfco 

/W^U^-fif-v'a ^-rn>^*2XSSC-0. 1%(W/V) SDS 50mLl;:«*»U 65*07? 

15 ^F^jbnMbfco ±fB©ife#i&fe£ 2 Uli^Diibfc^ H£ 0. 2XSSC— 0. 1K(W/V) SDS 50mL 

bfc. 

ffik©fHI8»3SNlieI ilCi D >^MFUT8 ^3im^WS^'8. 0Kb © DNA Iff US. 
HfHI6#*8LllfcJ:D* ^—VtA >^**— ^:©ffi[TOtM.#j@£o:fctta^fe : ?' 
tf>&a&9.5Kb©DNA»^H-J&*£l;;fc. ffinSlflJM.JWH£?;fc»^e : Ftf> 6**^ 
15 >Wttflt^ («9 1. 6Kb) SfctttfaL-n^-r (J» 1. 5Kb) )WS§^3n;fc»'&fc:' 
tt, Rftiafc:«fcD#&8.0Kb©DNA»ffr^Ufc. 

CH0/DG44 fflWB, 4£dB0r© 2 StfcBBifc© 50-10-104 #$SJfiM© 3 3Hfcffi«© 
WK704flc, *<k^WK704«^6*^(2)K:BB*©^fc<kD^b&^JfiStt^n->© 1 ^ 
T?&5 4-5-C3.«c©$VADNA&, *ffifc"«k0»*f bfc. CH0/DG44 SffiJj&TteU »£MFUT8*te 
20 *m 8. 0Kb © DNA 0fft©**Ufttii£n;fc. 50-10-104 WK704 «cTtt, , . 

ffira»tfe*.#ig 21 o fcfcttJOteTte S*T5*SJ 9. 5Kb © DNA »f>t^^8& S tlfeo — 4-5-C3 
ttTH ffii«l«^Cofc^to6S6fc*t7f>>iiHtlfe? m 1.6Kb) *3 
.ktfUa— DT-f^VHttiifirf' (#& 1.5Kb) ^S$tlT^bS^j8.0Kb©DNAifM-©^ 
fcttiSnrco E©Sr*rt>&4-5-C3tl|ctoJU Cre 'j3>Ht- if fc.«fc D^JW^Jte^I^^tl 
25 fc£«h;»§g$nfc. 

aisawttate 1 ? ©K%*^nfc futs m&atpyji'/ y * 7^ h ? n-> (stf. futs 
mmm 2 futs ??)v; ypTVbvtc cho/dg44 mmz&nzmfcfr^o&m 

30 1. ttCD20^9St#»S^^^-©ff« 

(1) ffimo^yx*;?u-i-)V&fc<Dn*n-\sT2>cT>M<Dm$k 

W094/H026 fcKttStlT^SSC CD20 V^X^E/ £7 U—)-)l$iW. 2B8 © VL ©75 / m@E?iJ£ 
3- H-TS cDNA(ea^J#"^ 18) £ PCR'*££Jl^'TOT©iStebT«^bfc. 

W094/H026 watfe© VL ©it»@3^J© 5' *^<h 3* PCR TO0HW^7'f V- 

tr) *#jpbfc. LfcaassB* 1 * 5* ^wi»&i9 ioo autism- 6 ^©ttaaEwic^w- cm 
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T>?-K>7>M<D3£E.<DM-V, mmzU, @B?<J#-Sf 20, 21, 22, 23, 24, iS«ktf 25 © 6 #© 
• -&^DNA*f^«(GENSBT|fc»^®K)bfc. 

#^-U 3* ? F 0. 1 fiU Lfc&miZ, 50/aL ©£jfcift[KDD DNAPolymerase 

$s#PCRBuffer #1 CM^m^.M) , 0.2mMdNTPs, lmMtfrftTT^v'tf A, 0. 5^MM13 primer 
5 M4 (SigjfrHJJD , 0.5mM M13 primer RY (SMBftSS) DfcSsttlU DNA-tf— ^;HM^- 
GeneAmp PCR System 9600 (Perkin Elmer £JBV>T, 94 c CfCT 3 £TODfl&Lfctg, 2.5 

3M£©K0D DNA Polymerase (3Kf¥*6i»*h«) *»JDU 94 < Cf£T 30 55t){CT 30 ;g>|HK 

74t:iCT 1 frfflW^ Zfr*. 25 tM^JWr&Va, Hfc 72TCfcT'10^MKJS$-&fc. M&JSi£ 
25^L S7^n- QIAquick Gel Extraction Kit (QIAGEN %kM) 
10 T, #Sj0.44kb©-VL©PCRj£**iaJRbfc. 

Jfcfc, ^7X5 FpBluescriptIISK(-) (Stratagene %fc«) £$iJPl#m Sma I (S£MM:$D 
UT# 6 tlfc DNAO. 1 m g 4: , ±BT# 6 nfc PCRig%^J 0. 1 U. g ^WtM^PtIT 7.5^LiU 
TAKARA ligation kit ver. 2 © solution I iBMB&W) 7.5/iL, ffidMBRSmal (^igjift 
M). 0. 3A6L £*P>tT 22t3T 2 BSMRjftSiiDfc. uOiClT#^»y7X5 F DNA 

H DNA &^SU BigDye Terminator Cycle Sequencing Ready Reaction Kit v2.0 
(Applied Bi osyst ems *fc») *m^XmS<DmWmiZ$£-2XKm&, I^Itt© DNA v' — tr >if" ABI 
PRISM 377 }:J;DSiraMlfcc £1 5 LTgl$©i£»@E?iJ£Mrr£|gI 2 fc^bfcy^X 
5 F PBS-2B8L %mtc. 
20 (2) trt CD20 Y^/^D- ^trCfls© VH £ 3 — f^f^ cDNA ©$t|£ 

W094/1 1026 £f3St£ frlTV* £M CD20 T£7 X^E J >? U— 2B8 © VH ©7 5 7 WWM* 
3- F*T* cDNA (B3^J#^- 19) £ PCRft£m>T&T©«fcbTflHfcL;fc. 
. ' frf\ W094/11026 IB«© VH ©^ffi^J© 5**^4 3' PCRSJSB#©^tIffl^7-rT- 
©^-6r^S@B^iJ (h h^#:^^^^^-^^b-->^T^fc»6©™»^aiB^J ! fo^ 

7>^i2>*lft©£S©JBTN BB5>J#^ 26, 27, 28, 29, 30, 31 © 6 ;£© 

DNA £ (GENSET %h§SK§te) b fc. 
«-^-U=f5<^U^H*ai*»ft*«0.1wM 50 mL©S>&»CK0D DNA Polymerase 

30 g^fPCRBuffer #1 (ft&ttflttk&l) , 0.2mMdNTPs, lmM^bV^'>^A, 0. 5jttMM13 primer 
M4 (iHBffltSp , 0.5MMM13 primer RY <£?gjg#«) ]fc8SiHlU DNA-tf— VJHM * ^- 
GeneAmp PCR System 9600 (Perkin Elmer %M) %M^X. 94 < C(CT3^Mbfe^, 2.5 
¥&© K0D DNA Polymerase Gg^jffiiRttS) £§siPU 94«CfcT30«>M, BBtJCT'SO 50>M, 
74 C C13T 1 ^ra©U*-f 25 P)Vft1<\ mz 12 q C\ZX 10 ^raSJiSSiirfeo 25 

35 ul *T^a— ^y;W«^t«c»Ufe«, QIAquickGel ExtractionKit (QIAGEN *fc§3) ^ffl^T, 
$J 0.49 k b© VH©PCRM/£IUiKbfc. 

^5X5 F pBluescriptll SK(-) (Stratagene*h») £fjiiJIW5S Sma I (^7gj£%fc$3) 
UTH 6 tlfc: DNAO. 1 m g fc, -tfBT# 5 PCR jg<Kf Jft 0. 1 # g &WMfo\ZM%.T 7. 5 # l t U 
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TAKARA ligation kit ver. 2 © solution I (^ffijSttSS) 7. 5/zL, MMBM Sma I (SJBJilfc 
m 0. 3mL 22 < CT— ^SJ^^-ti-fco 

SJ^Rtelftbfc. f»»0^n->iD^7X5 HDNA^WJIU BigDye Terminator 
5 Cycle Sequencing Ready Reaction Kitv2.0 (Applied .Biosystems QM) £J1 V*T^#©t£93 
*fcfl£oTJEJS«, IH^DNAv-— ir>1J-ABI PRISM 377 fc«k 0«2£6B5!l£#WU;fc:, £5b 
TBW©tf^K#l&*T*V5H 3 H pBS-2B8H £#fco 

14#B©T$y»SS*Ala*v5Pr 0 ^«ift-r*feJe>»r, BB5U#-*§ 32 T^bfe^ffc 
DNA £igfrb, LA PCR in vitro Mutagenesis Primer Set for pBluescriptll (^@ja1±§S) 
10 £fflV>&PCR&te<fcO, OT©«fctfcS©«ife&fTo;fc:. ±W3©:/^X5 F pBS-2B8H£ lng 
^t? 50/iL (D^/fe^ [LA PCR Buffer 1 1 (SiBift*fcH) * 2. 5 ^$L<D TaKaRa LA Taq, 0.4mMdNTPs, 
2.5mM W&nf^lsVJ** 50nM T3 BcaBEST Sequencing primer C^iSB&iS) , 50nM _hfB© 
^mmxm-f^^- (M&mn 32, GENSBT #«) ] $P1U, DNA U— v;WM ^ 5-GeneAmp 
PCR System 9600 (Perkin Elmer |fcS9) £/BV>T, 94t:fcT 30 ^M, 55TCKT2^IW, 72*ClC 

15 t 1 # 30 #iw©im 25 im ^jwftofc. ^s^?s.30ml *r# n— *y;MiftBWtt 

bfcft, QIAquickGel Extraction Kit (QIAGEN MD £fflV>T, %J 0. 44kb © PCR^^HMX 
U 30 juL ©*»$££ b&. £fc> mWz, ±m<DZf^^5. KPBS-2B8H& lng^ty50MLOH 
jft|£[LA PCR Buffer II (^jgJfi^hSD, 2. 5 m&<D TaKaRa LA Taq, 0.4mM dNTPs, 2. 5mM ifrfbV 
50nM T7 BcaBEST Sequencing primer (^MitftM) \ 50nM MUT Bl primer(^ffi 
20 ] © PCR SJS*fr^ fto m%mm 30 *i L £ T # U y;Mt^c» b QI Aqu i ck Ge 1 

Extraction Kit (QIAGENttM) ^ffiV^T, #5 0. 63kb © PCR^^IHJlXb, ZOfil (DxK^^b 
fc. K*WT\ ilB-e^Stlfe 0.44kb ©PCRS^i 0.63kb OPCR^* 0. 5#L*fo47. 5/iL 
CO^JS^ [LA PCR Buffer 1 1 (SMitM) , 0.4mMdNTPs, 2. 5mM^bV^v# A] fc»b, 
DNA It— t;HM2^— GeneAmp PCR System 9600 (Perkin Elmer £/B^T, 90*C^T 

25 io frmmmvfrm* 60 #hjwt s7 , c*Tj | HPL/fe«, src*? isfrm&wtz ^tciot 

DNA^T~-»J>^$-a-fc. 2. 5 3M£© TaKaRa LA Taq (SSaftffiBD £8sinibT 72 < CfclT 3 . 
#IBJSJ&£tf;fcSk lOpmol -rt?(D T3 BcaBEST Sequencing primer (^BjBftfcSI) t T7 BcaBEST 
Sequencing primer (SiBi6*h«) £*taUTEJfctt& 50juL £U WCfcTSOfMHK 55*0^ 
T2m 72r{CT1^30#^©1t^^;i'^10it^^Mfo^o^M^25AtL^QIAquick 

30 PCR purification kit (QIAGBNtfcSt) CTiHitfct, 10 %.&<Dfflm.Bm Kpnl (M 

igftM) £ 10*tt'©«IW*SacI (^S«§2) *ffiViT 37^ 1 ^MJ^Slirfc. REfc . 
«i*r ^n-^y;i4i$J8c»fcT^lBb, 0. 59kb © KpnI-SacI WfitSlHliRUfc. 

pBluescriptll SK(-) (Stratagene *fc«) 1 £tg £ 10 3Mft©$HW# Kpn I (3tfBift*fc 
8) fc 10 HHfc© SacI (^jftlUH) *fflViT37t:T?lWfflJiE«**fc«, «KJ6**7^n 

35 -XWH^tlfcT^il/, $tJ 2. 9kb © KpnI-Sac I »rtf-S|I|iRb;fc. 

±IB"e#5nfcPCR^fi5|5©KpnI-SacI ©f>ti:y^X5 H pBluescriptll SK (-)&*© 
KpnI-SacI ®r>T-£ DNA Ligation Kit Ver. 2 (£Jgji|fc8) © Solution I £JH^TSStt©Bi9i« 
Cf^Tl^lfc. d©#^bT#6»tlfem^^77.^ DNA^MV^T^:MDH5a tfc 
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(3S#*s«a«D &wm&&i,* Mmmm<o?u->& d^xs h dna *w»u BigDye 

Terminator Cycle Sequencing Ready Reaction Kit y2. 0 (Applied Bi osys terns ItM) £JBV* 
T*#©K9i»K:$£^TKJ&8k DNA — *r ABI PRISM 377 fcJ: Dift«E5>J*#P*f 

b&. 

5 £3 UTaw'oaaHBais^rrfcH 3 ^b&y^x h pBs-2B8Hm 
(3) taCD2o t hmaFt^ffltzm^pf—omm 

k h^#»3SJB^2^— pKANTHX93 (Mol. Immunol., 37, 1035, 2000) <h*^ (1) 43j;tf 
(2) K PBS-2B8L *5<t^ pBS-2B8Hm £JBV>T#t CD20 k hffl3r*^£fr*(& 

T, &Cd2Q**7ffifo£&B'r% > )®2&m'<.t7&— pKANTEX2B8P £OT©*BtebTfll&b;fc. 
10 (1) T#Stlfcy^X5 H PBS-2B8L © 2^g £ 10 *tt<DftflS&X BsiWI (NewEngland 

Biolabs ffiR) £/BV>T 55"CT 1 B#iiaSJfc£-tf&^ It 10 #{4©ftMgg3ii EcoRI (^M*fc 

0: 41kb © BsiWI-EcoRI HHKbfco 

k Mb^f§MJB^^--pKANTEX93 © 2jtig & 10 JMfcfl!)flHW»3|t BsiWI (NewEngland 
15 Biolabs ftgS) £JBV>T 55^^ 1 W«tE***fclft, JEfc 10 JtM&0ffi||&B# EcoRI (^Sgjfitfc 

1 2i 75kb © BsiWI-EcoRI. 0f it £ 0J& b fc. 

. ±IBT#Snfey^X5 H PBS-2B8L BsiWI -EcoRI mft£75X$ K pKANTEX93 

S^OBsiWI-EcoRlUfJt* DNA .Ligation Kit Ver. 2 <^?@jft*fc«) ©Solution I &m^xm 

®DH5a ft (*#tt»lfc»).£JB*lEifcU. i4(^Ufc7 P 7X5 K pKANTEX2B8-L £#f Co 
(2) T#6.nfc7°^X5 HpBS-2B8Hm© 2jtig £ 10 ¥&C!)ttlBmt Apal (gg 

sstt«) *m^Tzix;-T?immfcjfo-gi*fr'&, gtc 10 ^©wi^Noti (^gjgttss) * 

J3V>T 371CT 1 BfM^jftS-frfco RS^*T^n— X^MtgtScifrfcT^Wb, 0.45kb 
25 © Apal-NotI Wit^lHliRbfe. 

_kflBT»5h&:/9;*3 H PKANTEX2B8-L © 3#g £ 10 ^©»^ Apal (SMB 

■ svcx i raM^s-Brfc. t&Kim&Ttfn~Ktf)vnfmm\zri:ftm\s. m 13. i6kb © 

Apal-NotI ®fM**®JKbfc. 
30 ^{C, ±faT#6nfey^X5 F pBS-2B8Hm &5fe© Apal-Not I m^t^yXS. K 

PKANTEX2B8-L &5f£© Ap_aI-NotI HsffM*^ DNA Ligation Kit Ver. 2 (SSJfi|fc») ©Solution I 

srffi^x, ^#©isw#fc^oT^bfe, z<DmizvxnzntcmM%.zfy7,s. FDNAM 

S FDNASWJIbfc. • 

35 ^BtltcZfyXS. F£JE^ BigDye Terminator Cycle Sequencing Ready Reaction Kit v2. 0 
(Applied Biosystems %kM) £IrI1±© DNA 2JL>y— 377 &Kl^TM.&Mn<DMtiT £fr^ 
BW©DNA*«^n— n>^nT^*H4fc^b}fe^7X$ H pKANTEX2B8P l)i%B?l 
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2. ifi CD20 7ffifc<D$eM 

1 Jg 5 m<£> (2) ^$51^ FUT8 m&rt^'KJ y 2 Ttf h £ □ WK704 iCfcTU * 

nmm'm i jrew&st cd2o tft#^^ t> ^-pkantex2B8p zmwrz. 

^7,5 FpKANTEX2B8P <DWK704^©jte : ?#A«Xl/^ h DtHI^— [1M 
5 y D^-(Cytotechnology), 3, 133 (1990)] ic£pDTOTO^JHgT?frofc. £f\ ^7X5F 
PKANTEX2B8P 10 Atg £ NEBuf fer 4(New England Biolabs *fc«) 100m 1 KlfcMSU 40 3M£©ft!l 
Pl@£^AatII(New England Biolabs %M) ££D*-T 37t;T 2 ^fa^-fbS^^ff 5 21 £fc«k 0§ 

mtLtco iH$»iMb 7 x ; - Ji//^ u n ^Mitlili* ipsx^ ; -^tt$lTV\ HI 

1R V tcUmt^f^ 7 5 H £ 1 At g/ /z 1 # JS* ibfe. — 75 , WK704 £ K-PBS [ 1 37mmo 1 / 1 KC K 

10 2.7mmol/l NaCK 8. lmmol/1 Na 2 HP0 4 , 1.5mmol/l KH 2 P0 4 , 4.0mmol/l MgCl 2 ] fciML-T 8X 10 7 
Wml tlfc. «ffl)3SM^ 200Atl (1.6X10 6 1@) &JbBB*Mfcffe:/9;*5 F 4*il (4jttg) £2gfn 
Lfc^ itt-DNA*gfn$]£©£S£ Gene Pulser Cuvette (tt$fflB£Mt 2mm) (BIO-RAD %M) 
U ifflJ»&MGene Pulser (BIO-RAD *tS) V>TA;P7,«JE 350V, 250 AtF <D 

fcttTite^SA^fro fco flt^fcASU 10% >7 ^JEMIt (Invi trogen «jK) 

15 *«ktX 1 ISaMW)-HT supplement (Invi trogen %M) &mnVfz. IMDM^tt (Invi trogen fliM) 
. IdHBBU ge*f«Jg*ffl T75 77^3 (GreineritSJ)" ^«aUfe. 5X CO,, 37W3MTF 
T24B#TO*bfc^> «f*_h»£|ifc£U 10% ^ S/|&iSa*f JlUfflf (Invi trogen *fc») 
Ufc'IMDM ««i (Invi trogen 10ml H©«fiftSaftfPJi* 3-4 BfefcgftDagU- 

15 HM©«HI*ffVi, JgJHEtftWcfK704-2B8P'SflSt»bfc. WK704-2B8P #cfct 

20 WK704-2B8P ©«c*T, W 15 ¥ 3 ^ 20 Btf ttTMtf? jgC^A^ISItt^'&W^m #fF» 
WKir ( B #H < fcTrfrJlC lTBlfil 6) FERM BP-8337 t VX 

3. ir[#>^U ^ H GD3 ?ffifc<Dmi 
IISfiMlB5«©(2)T^bfcFUT8ji^^;i/yy^T^h^D->lK704fc^b, tfC 

25 tf^U^r* GD3^^#3g^7^-:/^7,3 H pKANTEX641 $iXl/,tt GD3 4^ ^£tl 
#<0^tW»^ffilfc. PKANTEX641 «, WO00/61739 fa*c©fci GD3 4* ^Si^Ji^^^ 
— 7^75 H pChi641LHGM4*3«fctJ?t Mb£l#:f£5a — pKANTEX93 [t^a7- • <A 

7D^- (Mol. Immunol.) , 37, 1035 (2000) 3 '<£ D'*^$nfcil»frif* 0 , pChi641LHGM4 
«fc 0 >?&mmfcmm3.~ y h BcoRI-Hindl 1 1 BffJt* PKANTEX93 «fc 0 #fc%Sgjg 

30 j££^tf EcoRI-Hindl 1 1 SrH^gMft bfc ©T& S. 

7°575 H pKANTEX641 <Z> WK704^©Jtfe^A«Xlx^ hnjj?l/-i/g >&[U-f 
P5?-(Cy to techno logy), 3, 133 (1990)] fc3£CTOT©¥J©Tfrofc. ' £f\ 7^7.5 1* 
PKANTEX641 10 Atg * NEBuf fer 4 (New England Biolabs *b|g) 1 KJWKU 40#&©*!l 

RBSffifAatll (New England Biolabs *fcSD £;ta;LT 37^ 2 R#W?mt£J&£fT 5 21 £fc<fc 0*1 

35 tftLfc. tMCt b 7 x / -^/i' n d$MitU»J;^ ; - JPMSff HI 
i&Ltc.mmb'fyXS. F^lAtg/AtlTK^tbfco— 7j>WK704^K-PBSM©^Cl37mmol/l KCK 
2.7mmol/l NaCK 8. lmmol/1 Na 2 HP0 4 > 1.5mmol/l KH 2 P0 4 , 4.0mmol/l MgCl 2 ] K:MKT8X10 7 

Wmi tit mmmmm2oofii (i.6xio 6 m) &±<mmvtfc75xs. h 4au (4wg) tB*a 



WO 2005/035740 



62 



PCT/JP2004/015315 

t 



bfc^, «-DNA^n^(D±g^GenePulserCuvette(MP B rai2M)(BI0-RAD%fc^) 
U ftlMBjB£fiH Gene Pulser (BIO-RADM) S/B^-CWl/XfcE 350V, «^#* 250/zF© 
&fraW£^*A£fxofc. Jte^SASk *fflJM^£ 10% V^mifcshm (Invi trogen *h$0 
&<fctf HB*&©HT supplement (Invi trogen *t§8) £§sinbfc IMDMigife (Invi trogen &S3) 
5 fc!H»U &ttUJfti33£J3 T75 77X3 (Greiner *t») ^»«bfc. 59! C0 2 , 37 , C©*fe#T 
T?24l«HH&*Ufca, i»±«£Bfe£U 10* V*/te!%mffiJkm (Invi trogen frffi!) SSsftl 
bfe IMDM iSitt (Invi trogen %fc 

ft) 10ml 5ftAbfc. 3-4 BmzmVMVfcWZ 15 0MO««*ff Vi, 

?^M^*WK704-2871 £m#bfco WK704-2871 WK704-2871 (D^T, TO 15^3 

10 fl 20 H#^Ta*ffR*feA^aift*»'&W3fl53f Wtt£4MFf£-fe>*— (B*H IMo< 
fcf rp-jfC 1 TS 1 #±& 1 6) FERM BP-8336 £ bTStttSnTV**. 

4. _^tCCR4^9ttflc©5B3» • .• 

ktsm 1 5 ^© (2) v & futs ae^y ^ / v * ? y $ n- > WK704 £«• b > 

WOO 1/64754 iEife©in[ CCR4 Jftfafm^P?— PKANTEX2160 ^iAU^ fet CCR4 =7$m 
15 ©5Sf^»58W*ftfWbfc. 

7°7X5t^ PKANTEX2B8P © WK704 ^©Jt^SAttXl/^ hn#l/—>a>S [IM 
/D^-(Cy to techno logy), 3, 133 (1990)] .fc^bT^T©^JlircfT ofc. *~T, 7*7X5 H 
PKANTEX2160 15 jxg £ NEBuf fer 4 (New England Biolabs *t§SD 100m 1 ICjffiSU 40 3Mft©$!l 
«Si Aatll (New England Biolabs *fc«> ^flUTLT 37t:T 2 B#M«WfcKJ&*fT'5 ££K:J: 0* 

20 ttftUfc. «K*«icMb7i/-;i'/^ a n*;i/Atttmpi*«krjtx^y-^ttiR4ff Vi, m 

JRUfc«^77$ KSljttg/tf l*»Sctbfc.— 7j,WK704£K-PBSM»Ml37mmol/l KCK 
2.7mmol/l NaCU 8.1mmol/l Na 2 HP0 o 1.5mmol/l KH 2 P0 4 , 4. 0mmol/l MgCl 2 ] fdjpgbT 8X 10 7 
«/ml ilfc. IfiHi 200^1 (1.6X10 6 ®) SifHatffcftT^XS F iul (4/xg) <h?g*n 
bfcft, HUS-DNA 2E*n?&©£*£ Gene Pulser Cuvet te (ffi&IBMt 2mm) (BI0-RAD &§£) 

25 b, mfigSk^B Gene Pulser (BI0-RAD 1±$jl) ^m^X/VV7,mB. 350V, ^U§*250*iF© 
5£#T?itfeT#A£fT^ fe, itfi?SAE MMfllk* 10* ^ ismmtSaffi (Invi trogen *fc») 
*J;t^lflS«l«©HT t supplement (Invi trogen &$3) £^i!]b7c IMDMiftH! (Invi trogen *L§3) 
fc!K»U ^«fflflgiSftlffi T75 77X3 (Greiner &3SD ^ifiUfc. 5* C0 2 , 37t:©&fFF 
T24l$IWj8*bfc«L i«±»£|Sfc5fcU 10% 7S>iteITOfrifiL« (Invi trogen %hS3) *mto 

30 bfc IMDMM(Invitrogen%fc$?) 10ml £&Abfc. 21«)«Nl$Eiftf^|R« 3-4 B«fc*D3ib 
15 Bm<Z>mm&ftl<\ JWlfc^WK704-2760 £IBtf#b£:. &43, WK704-2760 ftStt 
WK704-2760 ©#e£T, TO 15^ 3 20 0 #^T^5tfri&^ AjgfSg^^WSfcBJf #ffF£^ 
tfrffc-fe (Bffl :&«JRt? < WCfWC 1 TB 1 mm 1 * 6) \Z FERM BP-8335 t bT 

35 5. mtlim+Ot: MgG &ifom&<DWm (ELISA&) 

t^th IgG (ML) ^(American Qualex %M) & Phosphate Buffered Saline (£TF\ PBS 
tmZ~?&) (<>Hhn.^ac>%fcM) T^bTl/ig/mL tb, 96^©ELISAffiyi^— b (^ 
5-f ttfi) fc, 50ML/7x;H?^b> 4tT-miT»f§t&, PBS T*m&'&, BSA 
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six©ifcSn?&tfPBs i&rfy i%bsa-pbs AmftfflMltm) £ 100mL/£x;KT? 

T? 1 B#FJgj£j£$1*r&. Tween20 £ 0. 05%<DWkBl~£izltS PBS (OT, Tween-PBS <h*fET 

5 (fPT^M^M) T?«-^x;W*«fe?S^, l%BSA-PBST 2000^fcf&|RLfe^;i/^->y- 

tfflRHH^ttk h IgG(H&L) tft#:M (American QualexMD ^»MibT, -tn^ 
n.50jtiL/^x;PTiD7l, SlT lH«$tfc. £/&^> Tween-PBS Tifcif^ ABTS &Kf& 

[2, 2* -r^y-tfx (a-xfM>yf7'/ u >-6-x;p^>m) t >=e~v& mftmrntm) 

. O 0. 55g £ 1L © 0. 1M ^X>m^»(pH4. 2) \zmm\s.femmft\zmkfc7mmftmmm) 
10 * UL/mLT»bfcM]£ 50ML/^x;p-e}bn^T^6$^ mrmCDWtm i&Tf, 0D415 

6. ia#^©fit»i ■ 

#S^0!lSg 2 ^T#feirC CD20 irtlfcfgSi** WK704-2B8P 10% V S^J£M#fjfilf*(Invi trogen 
%h§3) £^DLfcimMig*-fe(Invi trogen ftgt) ^ 3X 10 5 ffl/ml ©asarcfflHSSL 
15 JlT182:7^*n (GreinerftfiD 10 ^fr 300ml jfil/fc. |r^tlfcbT> 3 3STl§ 

fcia GD3 tfifaZmW M.m-2m'&£Z$*mMmn 4 ^TWcfci CCR4 ift^St** WK704-2760 
£Mbfc. 3 B^C^it, ^WO±m±M^^V\ EXCELL301 i£M (JRH Biosciences *t 

. ^UliRbfeo 0JKbfe#«SlM^L 3000rpm, 4 < C(D3MTC ! 10 ftm<Dm>bfrM*ft^~C 
20 ±ffl^HJJRUfc.m> 0. 22#m?L^ 500ml 31? PES Membrane / ^Xftg!) ^ViTIti® 

. 0. 8cm ^O^^AfcMab Select (Amersham Pharmacia Biotech 1±M) 0. 5ml g^^L, 
tK 3.0ml 33£tf0.2mol/l tK^-0. 15mol/l NaCl (pH7. 5) 3.0ml ^JII&^Lfc. $ 

0. lmol/1 ^7JL>mmWW (PH3.5) 2.0ml:i3j;££0.2mol/l 3*c^i?-0. 15mol/l NaCl W. 

25 (PH7.5) 1.5ml XMfrm&^ZZ£\z£vTmfc<D¥-mfc1tft'Dfc<, JhfBJ§*±m 

300ml *tl7&\zmn\sr£&, 0.2mol/l *?m-0. 15mol/l NaCl ig®^ (pH7.5) 3. 0ml T^fe 
#bfc. Sfeit^ 0. lmol/1 t7X.>mmffi%i (pH3.5) 1.25ml ^ViTii#:lC®*bfctn:#:©^ 
m^ffofeo 30s6«£t$-r& 250 Ml ©H#£J»U &lc#&n&}£ffiili# 1ml £0iKbT 
2mol/l Tris-HCl(pH8.5) 200jul ii^lT^lfc, ^#L-fe^m^(^U> 10mol/l 

30 >m-0.15mol/lNaCimW^ (pH6.0) £JBV>T 4^— S^W^firofeo @W^> irt^M 
£IUiKU 0. 22 Aim Mi Hex GY (MILLlPORE.&i?) £m>TMM5&Ufc. 

3 FUT8 3ttfe^£ yyZTVhVfc. CH0/DG44 mmtfM*£r &$ifcffi.f$.W<D in_ 
vitro iifflj»^£tt (ADCCStt) 
35 2 ^ 6 JlTiffiffi! b fctfi; CD20 j5t#:<Z> in vitro |ffl»g^ , £AT©fE 

Sgt^Vi ADCC fgtt£$l£Lfc. 
(1) HH$iffl)»i&<Z)flS 
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RPMI1640-FCS(10) J&«I<FCS £ lQ%^tS RPMI1640 igi$(GIBC0 BRL W3S0 )T««bfct: h B 
U >A°J$ig^fflJ®tfcRaj i WSOCRB9012) *jSjC,^»i»^«kt«H»fc«fc 0 RPMI1640-FCS(5)tg 
m (PCS £ 5%^RPMI1640^(GIBC0 BRL &$SD ) -C^b7c^ RPMI1640-FCS(5) t&mz 
ct-pT, 2X10 6 «H1!&/bLK:WI«U »W»IJfi»«tbfc. 
5 (2) X7x?^-WIO» - 

tefiTAflMlftJiiL 50mL OTb, »J h U # A (fflMcSKXttS) 0. 5mL SinJ&S^fciB 
iffc. iLtt^ Lymphoprep (AXIS SHIELD ^tftSD *fflViTftffilttW»K^t^ jStoSMB (800g> 

20 *hrd \sTmm&m&ftmviz. rpmh64o-fcs(5) mifrt'smM'b&misXtifc&s m%t& 

10 (3) ADCC fiHSi©^ 

96#x;HJ<«7W-h (Falcon %fcM) <D&Vx.MZ±M (1) TW«bfc«W»IJte^© 
50 ML (lX10 4 «/^7x;W SMLfc. &^-?JbSB (2) TifiLfcX7xi7^-tti^ 
50mL (2X10 5 M/'7x;KX7x^^-iflliS 1 i:TOMOlt«2Q:l ^Jnb&.JEK:, 
=&a^tCD20^^^iix#:^#*«^0. 3~3000ng/mL £5 \ZlX\%.X±m& 150 £iL tU 

15 37^1? 4 «fME*S"Sfc.R««, h&&b>ftm\,*±m#<DmMy s t. ■Hn^t- t?(LDH) 
CytoTox96NoN-Radioact.ive Cytotoxicity Assay (P r omega ^ffl^Tiftl^b*!:. 

^-IffilOftb 0 Ki&MM^ KJfcjfcT 45 ^IffiC 15/zL © 9% Triton X-100 

anu ±mtmU(Dm^m^ ±moimm^m^.-r^>z\tiz^r)^tbrc a cms©®* 

(ID \Z&X). ADCC ?£'l4£j$ae> fee . 

(^-hm^OLDHS) - (i^jggSlDHft) 
ADCC«tt(%)= X100 (II) 

25 El 5 fc#tr[ CD20 mt<D ADCC f£'l4£7Kbfc„ FUT8 itfc^^OU./ y ^7tf ht> P— > 

WK704-2B8P «fc Dfcfctftfm, V>m<D#4*3Rftte&V>T«brfr!R Ri tuxan™ «fc 0*V> ADCC «H£§ 
jj^U *^tt^#«M%^^ofeo Rituxan™«, FUT8 m&HflamiStlXtotSito MOMM 

&^mm£vxm&2nrc$iCD2Q*r*7mfcx$>%>. FUTsme^^w y^r* 

h ^ D-> WK704-2871 WK704-2760 tSfcfc D#fc^n*n©fci#K:HbT ADCC ?£l££2H!l5£b 

30 fci^5> ttcD2o m&m&¥imMtsnxteKmi%o(mmmmm 
£?%mmz&^xmmffimmmm*7xhtco ju±ois*«kt), futs M&iS^siftflSbfc 
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FUT8^iZjttfc^£^:/;Py y 9 TV b bfc CH0/DG44 *fflJ!§^£t-£^M/&^<Z> Wffi^ 
*M 2fg 6^Tm#bfe, FUT8 }fr£^>OW y ^77^ h ^ n->^£gbfcin: CD20ta 

5 ;]ft#£M«MTM)£T$£@ bfc^> 2. 0-4. Omol/L Oh'J 7^^n«M^tJn^.T 
100*0, 2-4^min7K^*ffV^ ^>A°^K^S4 1 W- 75y^^jiilbfco 

' n^M£^frM$rm*U ^1-^>7K^^UT'Di.onextt««^Sa(DX-500) 
^ffiViT^-Df^fTofeo CarboPac PA-1 CarboPac PA-1 5 A (Dionex ttSS) * 

ffl.Vi, £ UT 10-20mM jfcBMt:*- b U # A-JBH ^">7j<M^ mmt IT 500mM *»<b 



B#r^ (#) 


0 


35 


35. 1 


45 


45. 1 
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ffiK (%) 


100 


100 


0 


0 


100 


100 


(%) 


0 


0 


100 


100 


0 


0 



L&J&Sk FUT8 &Bfr?7)\, / y # 7 ^ h £7 D - b fcirt CD20 Mft, M GD3 

t 

£Jfiffl 5 FUT8 yZTVbLtz. CH0/DG44 mi&^OBUk 
20 H»J 1 tf^I L fc FUT8 7 y ^7^7 h CH0/DG44«T&£ 4-5-C3f OiiaSiA 

IMDM Jftffi (-f > tf h n vx >*L$g) fc 1 % (v/v)HT It^M > h (OHhn^x >*hS5) 
Rtf 10% (v/v)«JSJfil« (dFBS ; <i >fc? h ni?x >#®l) ^^tlTfeSMiWi 
T» r«2MHffltf&:W!j ^gtfc. ^Hfi^fflVi4-5-C3^^2~4X10 5 «/mL©|ffl 

25 IS«ATTll79^3fcSaib, *&ft»3ffl£2~4BIW£bT, 37^7? 5%C0 8 »flET»««HI 

±f3«ft«*T7#6tlfcaiJiaMV^ EX-CELL325PF (JRH4fc»> 1 % (v/v)HT l^)/* > h 

aw (ot, rafc*:#ssa«ttjj 6^29 BwcD»«»fytf*i*ff-3fc. * 
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. 35t\ S£|H}iSte90~100rpm£U mttvmzU, 4fl£U:© SXSK CO,** 

ifi±® Kills, U H^^Xn^^Ja^mifebTil&ftbfco 

S**SS«**fflViT^#bfcW|jbifflfla*^mb, 96 tfX^/V— Mt 0. 5 «/^x;w 

io W'ft;smjfi«e©*3l±itl (n >tM* ->3 >*x^ "7 A) s i ^x^fczt o o. 05mL f^infcjfc. -& 
H- 768 #x;nc#Bb 1-2 HM«*bfc*g*, ©zi nx-if jfi&anBbfc 49 ^ n->£ 
#feo Ifc#b*:49 ^D->£ 24<7X;K/l/-K 6!7X^/WKtfe^tL, IBtftb 
fcffl*©^n->«mte&#lRU ^4©&VM7 ^n->£M#lbfc„ «"$tlfcl7£7D 

15 #6nfe^aiaitiiiiHbifflJiS : &4i®eM-e^ufci^©, 3uufl&«i& ^#*©«^s* 

SlbfcSk 2~3 BW^3fg©»*fcii5tbTViS.. £©££«/ ^T&S&aaifrHMW 

20 Tr€r*«fc"5fc^$nTv>*cit*^bTVi*. 

«0»J 6 «IS a*iftte»|fl5 bfc, FUT8 m&fr#~7)VS CH0/DG44 »©*ilfoiii 7 

H»<J 5 T-^#b^SamilKb«.^fflViT, 7i F/ty^JSai&fTofc. 
25 S^fcgBJ&ttlSJfl^T 2X10 5 «M ©«fflJiS^(cMSei§milKbM^SlMbfcol25mL 
©=«7 7^3fclW«bfc^®e«»Wft«IJjaS15mLiP^., Jg*2&K35 < d ffi£|3%ftl00rpii 

.•e3BM«swc mmmmvmzfe, mmi£K±<D5%m&co 2 *mm±M\zmf5,v. 

**M^T3X10 B «lia/BiL©iWJia«*fcl(l»ft, 125nL©=A7 7^3fc30mLl*iBb> 30* 
30 UM3 5X:mmmm 100rpm-Tr:7x HAy^««*WIS6bfe. 1L ^± 

©5%S^C0 a S«flSJh®fcaa'r*Ci:T79^3rt©a«S«Slbfc. 7xH/bf«* 

;mfc£<Dmmm*m? mm-vt&msB g, 6 a b 1 3 . 3mif^eiT^t 

»B6©7^-H*«J*»iinbfc. £^ *S#3 Bid, if;i/3-^©i»«fl£35SB000Bg/L 
<k5, 2 0% (w/v) ^;i/3-X^*^ttlb3fc. *©«S**H7fc^-T. fflUfefcttSaillifc 
35 3 H SfcS-CiSfltU 3~ 6 B U&T?\Z*<Dm&&&&\i&ffli&fr'Ztltt. J§« 6 B B©£Si 

flg^«2Xl0 6 M/ml *T?3Sbfc. tt£nte#>& 6 B^If§t4#«l!^Tb, 9 

a i \zmm*k&m& 5 0 % 0 , 7xH/^ ^igs&3&7 bfc„ 
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? x H/t v ^mzm ^tc7j- \*mm$. mn^tmz7s.ym( i L-r^->o. 

17 7 g/L, L-T)V^=->-mkO. 5 9'3g/L> L -7XA'7=?>- TfcftlWO . 1 7 
7gA, L-7XA7^>^0. 2 1 2 g/Lv L - v'X^-i&mO 6 4 6 g/L, L 
-W5>tO; 5 3 0 g/L, L-^;i^=i>5. 8 4g/L, ^'J^>0. 2 12g/ 
5 L, L-tX^>- 7.KMI0. • 2 9 7 g/L, L--f 7n-f S^>0. 742 g/L, 
L-D-T-»0. 742g/L, L-U^>-ttl. 0 3 1g/L, L-^^~>0. 2 
1 2 g/L, L-7i^77->0: 4 6 6 g/L, L-:/a«J>0. 2 8 3g/L, L- 
-feU>0. 2 9 7 g/L, L-Xlx^->0. 6 7 1 g/L, L-h'J^h77>0. 113 
/L, L-^n-»-^-hU^7A— 7m\m0. 7 3'5g/L, L-A'J>0. 6 64g/L), 
10 tf^5> (d-H^>0. 0 9 1 8mg/L, D-Z^hf^^AO. 0 2 8 3 g 
/L, ^b^U>0, 0 2 8 3 g/L, ItO. 0 2 8 3 g/L, myo— T/v'l — ;i/0. 
0 5 0 9 g/L> t^7^»75H0. 0 2 8 3 g/L, fcfU F^U— MlO. 0 2 8 3 g 
/L, U#:7 7tf>0. 0 0 2 8 3 g/L, f7$>Ito'. 0 2 8 3 g/L, v-T/rm^ 
$>0. 0 9 1 8mg/L) , -f>->3.U >0.' 3 14 g/L S^jPLfcigifcT&ofco 

15 

«#!I7 ^Gi£:&KflKbLfcFUT8»fc^^^ 
20 nfc^#0£«tt£fNffiL#: o ^:<D^ MW&mmiZWWfcUfz FUT8 jtt^^^y y ^ 7^7 

hwasK adcc ^tt^sgjt^ffi^tt^^-r futs just^:/;!// y ^ 7? hm 

M<DmWT?fc% CH0/DG44ifil®,Stanley 6 \Z ioTiiSnfc CH0ifflfl&<D GDP-V// — X-4, 6- 
5*fc K7^- if^^Lecl3M (Somat. Cell Mol. Genet. 12, 51 (1986)), 3$±Zf5yh 
h/W^U H — VYB2/0^fflflS (American Type Cul hire Col lection CRL-1662)/9*£> $)i5i CD20 
25 b hS+^ 7tt#££**S»ftLTIfclR£fT;3fc. Lecl3 ££0? YB2/0 ttTte, ^n-X^ 

»-&LTv^viiwH©«'&3ftJiavjfl5 adcc m^^nmimm^^ ztfimn-zm:^* 

fctb&WSMZilsfc (J. Biol. Chem., 277. 30, 26733, (2002) ; W002/31140) „ 

nnm e mmtomm&mmizmfcisiz futs m&rf-?7)v; vt>?t> cho/dg44 mm 

30 &&tflecnmMlZ,mMM2<D2m\ZB&m<D%mzm^T&iCD20 fc 

^-pKANTBX2B8P 5iAl, 96 ^x;k2j;U^-:7°l/- h (#7^3— ItU) tilbT 5% 

coj-r^^-^-rtTSTt;, i~2MF^»Lfc 0 iMDM-dFBS(io)«mf Tit3t^se>e.nfe 

MTX(v-^V£h§!D£ 50nmol/L ^tf IMDM-dFBS(10)^fc^LT$ 6 \Z 1~2 >1TO^L*:„ 
35 50nmol/L (D MTX (Cllftt^^-r^fe^fc^ViTtt, MTX «5 fc-h#£-trri&«£i^tf 

fcoi§#jtm4 I ^OiriCD20 fc: hl+T^ 7^©^I^»J 2 © 5^(C|Hm© ELISA ^sfcj; Y) 
• &teL, S^WlC MTX £ 200, 500 lOOOnmol/L CDiMtf IMDM-dFBS(10)i&*fiTiim 

plf^O, #CCD20 b hM^^^^^ili^-r^)^TOmt*^31feLfc. YB2/0«Kl^rr 
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tt* WO03/055993 fcSB«O^Tfefc^oT&t CD20 k h^** 9St'»*l«5^l6"r*^Kteifet!|c*a! 
H©«fc5 £LT#S*lfc#t CD20 k hS** 9K#*S£gT*^Kte!&*£g£Jto0!l 5 

5 cho/dg44 Leci3 mxs& ^m±vrc^mn^womikm^m^<Dmit\zu, 

MTX £ 200, 500 lOOOnmol/L, > « >tf hDS?i>a«) £ 6nM ©il^T't 

tf EX-CELL302 (JRHlfc^) (OT, «Ufil««flli:3Eia) &JBV>&. YB2/0 fflftfr S^ALbfc 
^Stfe&tfc©Mlkm^^©IlHbK:teU CD-Hybridoma igite W>t'hni?x>ftS) (£TF» 

10 WJiaJ:D»SfcUfc^RKtft«c* Ms704/CD20-«c» CH0/DG44 ijM J; 0 #&U&J&mElfc«e£ 
DG44/CD20 «c, Lecl3 *i D#ftL&J£SC*5ffelfc£ Lecl3/CD20 4$« YB2/0 Mi Oflftfc Lfc 
J&RlBtfct** YB/CD20 «ct«#Wfc. fc*, Ms704/CD20 TO 16 ¥ 8 J? 13 B#W~TSffi:& 

fj&&A£i!8*a&'&0Bfej?f ##£4Mfte*fe ( a m < « m 1 t m 1 $ui 

1 4*^6) KlFERM BP-10092 £bTtFf££*lT^£. 
15 2. -=A77^n^jfii»7xHAy^«*K:J:*ttCD20bh^^7tt#©«« 

*^JS^J€> l^T^5lLfeMs704/CD20^ DG44/CD20$c, Lecl3/CD20^*3j:mB/CD20^^ffi 

(1) H^77XnT0iAS7i HA'^^i 

20 7xHA*y^si©»ji^}c:«, M3io^jfii«is«fifc 20% (w/v) pjvn—xmm&mm 

«5000mg/L £5 \zmWitiaVftmi&*&mV1t SS*»7i HA^fitl^itg 

B).7^-H**fctt,#i©73 /«(L^7 9— >0. 177g/L,L-T;P^n>— jftR 0. 593g/L, 
L-TX/\°^^>— 7jcfn^ 0. 177g/L, L-7XA°7^>m 0. 212g/L, L-yXf>ri|? 0. 646g/U 
L-^;^5 >i? 0. 530g/U L-^*5 > 5. 84gA, #V 0. 212g/L, L-t7x^>-Mr 

25 *fn^ 0. 297g/U L--f l/n-f ->> 0. 742g/L, L-CK >^> 0. 742g/L, L-.U Wfc 1. 031g/L, 

L-^^r:>0. 212g/L,L-^xr:;i/T7r:>0.466g/L>L-^n U >0. 283g/L,L-k'J >0. 297g/L, 
L-Xlx^-— > 0.671g/L, L-h'j7 , h77> 0.113g/L> L-^n h U # A—7Kfn#l 

0.735g/L> L-AU> 0. 664g/L), #S<Dk*#a> (d-H^> 0. 0918mg/L, D-VN 0 > h ^ >^*7 
jV>#£ 0. 0283g/L, Sftfbn U > 0. 0283gA> %8fe 0. 0283g/U myo-f / h~)V 0. 0509g/L, 

30 ^--f 7i^>75 H 0. 0283g/L, k U H^U— jl^figft 0. 0283g/L> U #7 9 H> 0. 00283g/L, 
T3>M 0.0283g/U ->7/nA^$>0.0918mg/LK * <ktM >->a. U > 0. 314g/L 

Ms704/CD20$c, DG44/CD20$c, Lecl3/CD20^*5 £mB/CD20#fc£, 3X 10 5 »/mL<D^T&Ufo. 
W^xHAy^ilJSiafcfflWU fiGWja»»tt40iiLS250mL=A7 7^3 <3-n>^|t») 

«&U HSic90~100rpmT^b75:^f > 35 < C(CT^$fTofe, 4^tPU6tl3 BS, 6 0S, 

9ee> ii b etc 7$;mfe£<Dffi&*ffi5B&X'±mo7j-\ t mM&z,zii&mmv. 

3-7xiS$Wt5i^20% (w/v) Wn-^»«*tBF«a!5000ing/LiJ&:*«fc5te»tDb 
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fco &itt&im$mouB* 3 as, 60g, 9 se, nss, izBmzmm%tmmi%mmv 

5 mmmithWi<D^m M. fc*3 £Ms 704/CD20$<©£M^, «£#TODG44/CD20l& <h IWEU: 
Tfcofc. — ^> Lecl3/CD204*«, iiJfitt^jKSi^MSiJB^fcfg^ofc. YB/CD20 

wum^mmmmmm \zm vtz'&i&mzmM*k&m&i&T v&m<d y h j-mmzmmx 

#«s^ft2rab, mmm~rmzmm^Emm\zmvrco fox, FUT8jt^^gtmufe«t*^ 
io &^t%, Mmz&^TMMmM&^%mxhux\z&%£mttizmz&zn-?, i©73 
^-er u t ^tz ^mm ©t i^am ^mcm&mfcvmmsmztemzit^x&^mmM 

(2) M^my^^;^y^mmiz^Tm^nrcm^m.^.m(D±^}m^<DMm 

±13(1) OlAS7x K/tyfiSiT, Ms704/CD20 1$, DG44/CD20 fle, Lecl3/CD20 tfcfecktf 

ft^iioSJ^ft Biotechnology and Bioengi nee ring, 87, 618, (2004) lCBBtt©&&J©3f 
ftfcat^*,-Rj»ttkhFcrRIIIa (OT, shFcrRIIIa i^IB) teWSiKr&igteSJ&BJKlb 
fcELISA&C < kD$0^bfco73-7#i^ 
■ 20 m2/omi9 <nmM&\4(D5mzmM<D KM2760-1 (73— 7/^l£^bTU&^$i&i©f!l-g- : 
90%), &<£tfKM3060 (7 3— X*«*S'&LTVi^VittNBO*9'& : 10%) S/fl^fc. JtfB(l)T# 
*#S8ftb;fcJ8S^:&J;t*«Wflctt 1%BSA-PBS Tiimb, 5jLig/mL ©ttifrJ&ifcfcWMHbff 

»&£©«*, DG44/CD20 W<DV>7°MZ, Hfnfc shFcrRHIa fc^t"SIS'&fi&tt*sei:A» 
25 <HH*6£*rr, 7 3— ^^»^b?taF««|jiS*T*tft#iia^*^trii tAfiWMtfc; 

Lecl3/CD20 «cfc YB/CD20 W<Dy->7MZ* Mmm\Z\,ty^—Xi!fi^hX^^mm<Dm^ 

im^iftftmfScNii&'£t*ifi. &mmmw&< t^iz^nxy^-x^^vrcmmm^^-r 

Zm&im&W<Dm&tim<te&ZL£i!)mmV1t. Lecl3/CD20#c©7:c HAy^HSHfedtTI*©* 
>7;K^*tl^>tn: CD20 t hM^^^#:(D73-7^-a-bT75:Viiif^©«!l^«,.60%RT 
30 T&^fc. — Ms704/CD20 «c©U->7;i/«, ^«8W*iibT^bT.shFc rRIIIa ^©31 
V^-g-Ste^bfc. Ms704/CD20 «c<Ot>^H:^$n*tt CD20 khM^5#i#©73- 
XJ&^^bT^fcV^^©^*, f «l*tt*T?©BLISA©!R3t«*t>i:fclffffib*:i:2:^» * 

«MRB*fflbT iooxte#fcnTv>*£jMifc5n&. 

SX±<Dmm^. ^JtomMfcPKbbfc FUT8 «^y7;i//-/7 77hW«, H^7^ 
35 73^ffiVifeMlM«7i rVtv9H83lfc*iV>T, N-7*.U 3 V Ffit^tt^M&HB©£^:£til© N- 
7iT^;U^3lt^>^7 3-X^^bTV^Vikm^^O^#M^t)^^^^mT^§ 
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trtCD20 k h * 7#ifc<D§m 

*$mm<D 2mxmMmmmizw\\ikvtzMsio4/cmow;&. tnfcwMoimm&jttttwizm^z 

(1) ->~F«<Di£*ig* 

U 7??-tgmizm%&X<Dlfcj:iBm*?T5mi&tVT. MTX£500nM, l-{f)V#^>* 
1. 75g/L©MT^t?EX-CELL302M (KT> *S^*ffii§±ffitMB) £/B^fco 125mL, 250mL 

10 3X10 s M/mLi:^Si;-5^i|fflJ3@!l^^WU^ 37 ? Ce4BP B l ]ig*U£:o U7^^^t®i 
' «£&^ftiifflBg$C## 6 tl%> £ T^HI^^iiS DILL 

(2) >J7^^-«S 

U7^^^iCi*«iiLT, (1) <DfcMg*/H^{~MTX£500nM, L-^;i/^5>£ 
LfclLA-f ^UT^- CABLED) (C3X10 s M/mLtfj:^ J: "5 35^, pH 7. 1 

, do soxcD&WTxnBmigmvrco yj-\*mm\z\z, rs.ym a-7?->o. ug/i, i- 

T)V3r~>— mmO.ilg/U L-7XA^>-7j<ftI%0.16g/L> 17g/L, L- 

->7.^>— ^0.51g/L, L-^;V^>i£0\42g/L, L-^;)/^ 5 >7. 3g/L, '»0. 17g/U L- 

20 kX^^>-M- TRfrJ^O. 24g/L, W V n-T ->>0. 59g/L, L-n-f ->>0. 59g/L, L-U 5?>— 
mm0.82g/L, L-^^>0. 17g/U L-7x- ;I/T^ — >0. 37g/L> L-^D U >0. 22g/L, L-fe 
U >0. 24g/L, L-X l^~>0. 53g/L L-hU7'h77>0. 09g/L, L-^n is>ZZ?- h >J # A~tR 
ftIt/0.58g/L, L-A*U>0.53g/L) , H^5> (d-H^>0. 073mg/L, D-A> hr^SA^y^ 
A0.022g/L, Sftl3iJ >0.022g/L, ^0. 022g/U myo-f / 1 — ;M). 040g/L, ^-TTv^T 

25 5F0.022g/L, t!U F^rir— ;i/*ffflftO'. 022g/U U #X 9 1?>0. 0022g/L, ?75 >i£g?0. 022g/L 
, ^7/ 3 A* y $ >0. 073mg/L) , U 3 >fc?^-> h t W >X U >0. 31g/L (JRHlfcM), X^/ 
-;i/T5>0.025g/L (^V-X^FU y^ftM), 2-*)Vt>7° hX^V-;P0.0098g/L (>-^V 
-T;WFU^%h$SD> ^:Mftl7j<^»-S0Y 8g/L (^>)i7h^^-t->3t»> M 

•fei/>m^- h u ^Ai6. 8-7-r ^ n g /L ^>if^-Tji f u v^ifc»>, n ux^u-)vmmmmm 

30 ^2mL/L (250X7jc»- >lf hDv?x>|tI), X^l/^TS >E9@m^-^ F U 

o.osg/L (^-T^HUyftt*) frztz&mmm^ mm3, 5, 7, 9, nggtuj 

500g/L >f)V n -XM^jgimbP U , 

mmmtfcfrzmmmT&xmmwi%:mB lm-r^mmv, £.mmmm (jwism) *«t«w 

35 Ba^#^*0.4XhUA>^;i/-^ (-f>tf FD^x>ftM) £JflV>&fi**Hifc8cfc<fcD» 
(mg/L) SHPLCiC«fcO^-tl-6naa^Lfc. 
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■mw-&*> &mmvs&& 1 b i • issue bfc©T, #B3MS©£«^x las^bTSsa* 

i 

itttftsmmm fog/anna/ b> =m&mm (mg/D -^-m^m^m (»s/mLXH) 

5 

—mm ? x ha* ? ^-mrn^n^ ttm&&sa 8 ^ u^. £iinjft&j£tttt 

U •*©&«#:* l~{gTbTig*17B @T«12% tf£-oTc.o &«£i»lll&&£&t£17 B IHJT5. 6X 10 7 
M/mLXB, «HfeKT«r©S[#ai^ttl.7g/Lfc3gb, Jttii#:«Mtt30pg/«/B ?&^bfe 

**»^5, 7, 14> 17BB»C^bfc««lft<fcD»«bfcgt{*:*>6N-^U*^--ifFfcTTX 

«HJHft*«Wrbfc. tt*H&t*5, 7, 14, 17BB©ViTtl©^^*3ViTfe^n-X^-a-U 

15 Sia^^bTM^tlTV^Co 

£JUt©*S:SW>&, Mskm^mKWMthtc FUT8 tfiWjl'/y^y^'httlt fcxteEil 

.20 .4. »«^x H/ty ^^fc«fc D^snfc73-^3^tt^UTV^Vift#»fig*©^4»«tt 
*5IJifi«©33ST?»jibfcttCD20t hS^^9tt# (KT> Ms704/CD20£rE#£*>$fc-r) ©£ 
*tf&tt*SB£U ^^^SBfibfeSE^Sa^oMtt^aiBbfc. *tt»«libTtt, iff 
m£M*<D£MK. *>m V> 5 nx ViSCH0/DG44«BIS*ffi V>T»S bfc^WJ© 2 TO«©ttCD20 
fchM^r^^ta^ (£TF> DG44/CD20fei#i: i fo^f) £/BV>fco 

25 (i) MCD20h hm**5ffifc<DcmiriMmmmfamzMT%mmm&m& 

WO03/055993 ©^JSM 2 <D 1 ^fcS5«©m^#JfeKfl!oT?IIISbfe«l*, FACS flWrfc £S 

Raj i mm^(offifo%i&mmzm2.mm-zn*r. *mmm<D 3m~?mmvtz.$i cmo t hm** 
?$mts *mmm<D 2 mmo cho/dg44 *BJte*m>TSiSb;fc#t CD20 t hM** ^tftte© 

30 y*7£ MBflS^fflVsTjajSSfT-pT (B0/DG44|fflJteT»Kibfc^#aj*»i:ra 

«©KlR«S^«tt*Wr S - <h SUBbfc. 

(2) ttCD20fchM^9tt^Oexvivo.«IIJia«*«tt (ADCCStt) 
#*«J© 3 bfctn;CD20 1 h ;* ytfifc t > 2^Jfi^J© 2 J|if2tc©CH0/DG44ifflll& 

&^T«jftbfcttCD20fc: hM^^^ia^©t h^lfo* T?©ADCC?£'|4£, «T©«fcfcbT»l 
35 ^bfc. 

24^x;i/¥)£yb— h (tf^'fi — &ig) ©#^x;w^ ^;i/^^nPBS (-r>tfha> ? x 

' >*h) T^bfcMs704/CD20tt#^«fctKDC44/CD20fit#*, lOOML/^xJl/T^&bfco 
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tfLrof&fc«**HRU lXBSA-PBST^bfcftJ^ FITC^T^XirtCDlQ^y ^ n-^irt 

# K^^t> • n-;i^r-MD *<fccfPB«« , 7^xSiCD2 ; E>' &u—1-)vm£ (77— 
S?x>*h«) SiJPATgil, «F0fT?3O4MWK*af"*fc. FACS Lysing Solution h > • 5* 

5 w y*>V TM9H^«J:CKnttB&A9$fTV^ l%BSA-PBST»^ ffl^b&iW 

!S*500AtL©iXBSA-PBSfc«i«bT-fe;px nv- (7 7^3>tt» T?atiflb«Wfif >y;p' 

£bT!W«bJfc. 7Q- 1M b*— FACS Caliber b> • 5/+>V>tti) Tl 

1t>7>&;fcO$)5,00(HH©lJ >A 0 S»fr£«U CD2MCD19»OB«CD, ±Mmz&Sb 

10 09CiS^Lfc o Ms704/CD20ta#:^P^T«, DG44/CD20 mmtia0kft& 0 & B W 
OlJ^fiTtT*D, Ms704/CD20M#OBtt{CMf ADCC Stt^Stlife:. £<Z>iS§ 

e , #ufiL»^^ quints b fut8 v ^r^hm^m^xmmvr^mmm 

stt*^rr*jii*aii8bfc. 

15 (3) fetCD20hhM^^7^g> in vitroi ifflfl3ffi#%tt (ADCCMte) 

#^J60!I© 3«T»36bfc#iCD20fc hS^* 7$ifct. *nffiM<D2m&WL(DMWT?&2> 
CH0/DG44iWia'C»jfib}fefiiCD20t M«3r* y&frO in vitro ADCC?5te&, 3 fcfBffccD^ 

*££*Pb, t hCD2(*ilR?£»3S-r*t hBU >A°TO»ilffl«WIL2-S«fflJ3§ (ATCC CRL-8885) £ 
«W«JISfcfflViT.JB(3tbfc. 
20 SlOC^^bfc. V>m©tt4**KK:*5V>T'b, Ms704/CD20^«iP#s#Ttt. 
DG44/CD20M#:^J!jn^#i: D *>WIL2-Siil|gfc>i*t* SUSViADCCflttt^Stlfe. 

— ^*©Ms704/CD20tn:#:^DG44/CD20irt'^^^p-r-g)ei<i:Ts .73- X^^bTVi 

?&viiBi0*wrss:#:©«i : a-*^'fb$-e-fe^icD2o.t bM**7&mm.f&w*mm\s. ^©adcc 

fi§tt*ffl!l^bfeo 3. 7ng/mL(bMs704/CD20tit#:tO~300ng/mL(DDG44/CD20trC^^^ 

25 JnbfcirtCD20t h^^^M^^HMbfeo 

011 tURftjRtfc, 3. 7ng/mL<DMs704/CD20ta#:(C$ e>lCMs704/CD20jrt#:^^]t)p-r ; 5i:, 
^#^OJiJ!in^^-3TADCC«tt<D_h#^«^$nfc^> 3.7ng/mL©Ms704/CD20#tfM::3 & 

£DG44/cD2ofci#:£asjin bT%>, ma^mm^mw a k *>m:b s -r«»bfc»i<mric«»©ADcc 

30 J»^bTVi^Vi|taswr*tt#^©ADCCStt*a*1"aJli*wbTViS. 73- 

■ZBiZ, lng/mL<DMs704/CD20^#+f->7\>l/<^ lng/mL<DMs704/CD20^#:fc9^*©9ng/mL© 
35 DG44/CD20ir[#:^liaAfeiix#:©ADCC^'|4^S!l^bfeo 

012ICgI$*Ufc c Ms704/CD20ta#OADCC«tt^44/CD20ta#:^j!jp^^CtT'7<"l'It 
{&Tbfc 0 Ms704/CD20^#«hDG44/CD20^#<D#&lt^i^9O*S^#«^©tit#^ 
*lOO0^±iC±#$-&T*>, lng/mL©Ms704/CD20^-y->7 p ;i'(DADCC«ttfcttS.^^ofeo 



WO 2005/035740 



PCT/JP2004/015315 



73 

m t mmomcmfe. zmwt & z. t «t # & v> c t mn s t u o tc . 

5 

io $ti/ciie«M«$n§. 

SB^J#^li-AX|3^J©H^BJ : HTJ&DNA 

15 . m&mm2-Aj:mm<Dmw ^dna 

gB^J#*tl3-AX@B?iJ<Z>t&Bj : "n JS&DNA . 

@H^iJ#-^14-AXB3^J(Di^BJ : -&/&DNA 

E^J#^15-AXE?ij©l&lJI! : -&^DNA 

B#I#*16-AXK8I©»2?)§ : -afiScDNA 
20 E?»J#if 17-AXffi#l©S&W : -g-^DNA 

E5iJS#20-AXE^J©l»W : -nJ^DNA 

K#I##21-AX1E#|©^I§8 : -&/&DNA 

@a^J#^22-AX@B^jOiSBJ : ^DNA 

B2^J#-$t23-AX@B?iJ<Z>i&BJ : £-/&DNA 
25 @B3W§24-AXgE?>J©ifcBJ! : -g-j&DNA 

E^J#^25-AX@H^J©UiB^ : ^DNA 

@3?iJ#-St26-AXgB?iJ<£>iHBJ : £-/&DNA 

E#l##27-AXE*J©ffilS : £-fi£DNA 

E3&J#*28-AXE#l©t&lJli : -g-^DNA 
30 E#l##29-AXE#l©Bi91 : -g-^DNA 

E#l##80-AXE#]©lftlH : -aS^DNA 

E#J##3l-AXE?»J©BiW : ^figDNA 

BB^J#^32-AX@2^iJ©iSBj.: £-/&DNA 
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flit & ® 46 - H 

i~3 oviTn^ i mzmmomm. 

15 5. a-l,6-73^^7>X7i7- if**, UT<D (a) Sfctt(b)^6Itfn5 DNA**3 — Ff 

(a) @3^j#^- 1 •v&tsn&mMmmfr s &s dna : 

(b) @B^J#-^ 1 T?3t£*l*4&2£E?iJtf> SfcS DNA £X F 'J >>?x > h&*fr*C/Vf ^-f X 
20 6. a-l,6-7n^h7>X7x7-if^ KT® (a), (b)Rtf(c)*5&5»^61fcfn« 

(a) ga^ij#-^ 5 t& $ t s y msa^ s u z> mm n ; 
25 =rr&ga« ; 

(c) fi^]##5T^3n*75y»K?!lfc8 0 %J^_h©ffilUtt^-r?)T3 ym@3^S^D> 
7.' N-^U 3 ->F^^^^7C*SiS<DNTT-fe^;i/WniJ-3>© 6&t7M01t . 

ifia^\^tzMwmm&mm^^v^^y\zm^tb^ m^mi-eo^m^ 1 

30 <DMM° 

^<Dimia^vr^mmmm^mmT^u^^>^tsmmxmm^m^z, ?;&m.fc 

35 9. aiigi^iiaigiTfes, m&mi~8<D^?nfrimizmm<DMMo 
10. mmam^^- \*?&ms&&&tm&m 1 ~ 9 ©v»-rn# 1 JUfcusmomo 
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12. mmmm^ o£fc«i i\zmm<Dmm. 

5 is. it^js i~i3 o^-rtifr 1 3S{cwg«©tt^igi-te(cjg«b, 

io i7. ^mm^^zs^mmnm^^Mith^^Kt^-m^mmizmim-r^. 
m&mi 4~i6 wrn^ i mizmm<Djj& e 

7km 1 7 ^|B«c<D75feo 

19. *kwm&®m&. -r>xu>, -r>xu>^ii5iiH^ h7>x7xu>M^7;^5 

20. te^esaaj&w, ^#m^Tab§w^i 4-1 9©vi-rn^i^fcf3mo75So 

21. ifflfl&^Sr 1X10 5 ~ 1X1 0 6 asfflM/m 1 ifc£«k3 fc»|4T5#tt^8«?-«5 21 
20 ^^©HKb7jfeo 

22. m#m2 1 izmm<D^&^mm%mihmm&izwi4k-2 j &*i'&, &u—>4k-?2>z\£&<$m 
i amG-tzmmmffiizMttzmmntf; vztv v^ntmm^mm 

25 2 3 .jaws jg 2 1 (ciBtto7jj£T#e.n^, nmmmmkmatvit n-^u n H^tt^mi 

24. J»*^ 2 2 ilJfiLmm^fc!|lMt:b7c N-^U 3 $/ 

25. «um»«««&«^afaj»«iT»*, »^2 i*fett2 2\zmmo^m. 

26. «jiiiiii«f«!*««saa»tfiT»*v »#«2 3 \zmmomm. 

27. «sjfii?ft««i*«»i»e«i6T*%: »*3i2 4fcaBtto^n->iBjia«c. 
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SEQUENCE LISTING 
<110> KYOWA HAKKO KOGYO CO., LTD. 

<120> Protein-free medium adapted FUT8 knouck out cells . 

<130> 11620W01 

<150> JP2003-350166 
<151> 2003-10-09 

<160> 32 

<170> Patentln Ver. 2. 1 

<210> 1 
<2 1 1 > 2008 
<212> DNA 

<213> Cricetulus griseus 
<400> 1 

aacagaaact tat 1 1 tec tg tgtggctaac tagaaccaga gtacaatgtt tccaattctt 60 

tgagctccga gaagacagaa gggagttgaa actctgaaaa tgcgggcatg gactggttcc 120 

tggcgttgga ttatgetcat tetttttgee tgggggacct tattgtttta tataggtgg.t 180 

catttggttc gagataatga ccaccctgac cattctagca gagaactctc caagattctt 240 

gcaaagctgg agegcttaaa acaacaaaat gaagacttga ggagaatggc tgagtctctc 300 

cgaataccag aaggecctat tgatcagggg acagctacag gaagagtccg tgttttagaa 360 

gaacagcttg ttaaggccaa agaacagatt gaaaattaca agaaacaagc taggaatgat 420 
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ctgggaaagg atcatgaaat cttaaggagg 
ttttttctac aaagtgaat t. gaagaaatta 
catgcagatg aaattctttt ggatttagga 
tactacctca gtcaaacaga tggagcaggt 
acagagctgg tccagcggag aataacatat 
agaaagctgg tatgtaatat caacaaaggc 
gtttactgct tcatgattgc ttatggcacc 
tggcgctatg ctactggagg atgggagact 
gacaggtctg gcctctccac tggacactgg 
gtggtcgagc tccccattgt agacagcctc 
gtaccagaag accttgcaga tcgactcctg 
gtatcccagt ttgtcaaata cttgatccgt 
gaaaccacca agaagcttgg cttcaaacat 
gacaaagtgg gaacagaagc agccttccat 
gaacattttc agcttctcga acgcagaatg 
actgatgacc cttctttgtt aaaggaggca 
agtgataact ctatttcttg gtcagctgga 
cggggcgtga tcctggatat acactttctc 
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aggattgaaa atggagctaa agagctctgg 480 
aagaaattag aaggaaacga actccaaaga 540 
catcatgaaa ggtctatcat gacagatcta 600 
gagtggcggg aaaaagaagc caaagatctg 660 
ctgcagaatc ccaaggactg cagcaaagcc 720 
tgtggctatg gatgtcaact ccatcatgtg 780 
cagcgaacac tcatcttgga atctcagaat 840 
gtgtttagac ctgtaagtga gacatgcaca 900 
tcaggtgaag tgaaggac.aa aaatgttcaa 960 
catcctcgtc ctccttactt acccttggct 1020 
agagtccatg gtgatcctgc agtgtggtgg 1080 
ccacaacctt ggctggaaag ggaaatagaa 114Q 
ccagttattg gagtccatgt cagacgcact 1200 
cccattgagg aatacatggt acacgttgaa 1260 
aaagtggata aaaaaagagt gtatctggcc 1320 
aagacaaagt actccaatta tgaatttatt 1380 
ctacacaacc gatacacaga aaattcactt 1440 
tcccaggctg acttccttgt gtgtactttt 1500 
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tcatcccagg tctgtagggt tgcttatgaa atcatgcaaa cactgcatcc tgatgcctct 1560 

gcaaacttcc attcttt'aga tgacatctac tattttggag gccaaaatgc ccaca^accag 1620 

attgcagttt atcctcacca acctcgaact aaagaggaaa .tccccatgga acctggagat 1680 

atcattggtg tggctggaaa ccattggaat. ggttactcta aaggtgtcaa cagaaaacta 1740 

ggaaaaacag gcctgtaccc ttcctacaaa gtccgagaga agatagaaac agtcaaatac 1800 

cctacatatc ctgaagctga aaaatagaga tggagtgtaa gagattaaca acagaattta 1860 

gttcagacca tctcagccaa gcagaagacc cagactaaca tatggttcat tgacagacat 1920 

gctccgcacc. aagagcaagt gggaaccctc agatgctgca ctggtggaac gcctctttgt 1980 

gaagggctgc tgtgccctca agcccatg 2008 

<210> 2 

<211> 1728 

<212> DNA 

<2 1 3> Mus mus cuius 

<400> 2 

atgcgggcat ggactggttc ctggcgttgg attatgctca ttctttttgc ctgggggacc 60 

ttgttatttt atataggtgg tcatttggtt cgagataatg accaccctga tcactccagc 120 

agagaactct ccaagattct tgcaaagctt gaacgcttaa aacagcaaaa tgaagacttg 180 

aggcgaatgg ctgagtctct ccgaatacca gaaggcccca ttgaccaggg gacagctaca 240 

ggaagagtcc gtgttttaga agaacagctt gttaaggcca aagaacagat tgaaaattac 300 

aagaaacaag ctagaaatgg tctggggaag gatcatgaaa tcttaagaag gaggattgaa 360 
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aatggagcta aagagctctg gttttttcta 
gaaggaaatg aactccaaag acatgcagat 
aggtctatca tgacagatct atactacctc 
gaaaaagagg ccaaagatct gacagagctg 
cctaaggact gcagcaaagc caggaagctg 
ggttgtcaac tccatcacgt ggtctactgt 
ctcatcttgg aatctcagaa ttggcgctat 
cctgtaagtg agacatgtac agacagatct 
gtaaatgaca aaaacattca agtggtcgag 
cctccttact taccactggc tgttccagaa 
ggtgaccctg cagtgtggtg ggtgtcccag 
tggctggaaa aggaaataga agaagccacc 
ggagtccatg tcagacgcac agacaaagtg 
gagtacatgg tacacgttga agaacatttt 
aaaaaaagag tatatctggc tactgatgat 
tactccaatt atgaatttat tagtgataac 
cggtacacag aaaattcact tcggggtgtg 
gactttctag tgtgtacttt ttcatcccag 



caaagcgaac tgaagaaatt aaagcattta 420 
gaaattcttt tggatttagg acaccatgaa 480 
agtcaaacag atggagcagg ggattggcgt 540 
gtccagcgga gaataacata tctccagaat 600 
gtgtgtaaca tcaataaagg ctgtggctat 660 
ttcatgattg ctt'atggcac ccagcgaaca 720 
gctactggtg gatgggagac tgtgtttaga 780 
ggcctctcca ctggacactg gtcaggtgaa 840 
ctccccattg tagacagcct ccatcctcgg 900 
gaccttgcag accgactcct aagagtccat 960 
tttgtcaaat acttgattcg tccacaacct 1020 
aagAagcttg gcttcaaaca tccagttatt 1080 
ggaacagaag cagccttcca ccccatcgag 1140 
cagcttctcg cacgcagaat gcaagtggat 1200 
cctactttgt taaaggaggc aaagacaaag 1260 
tctatttctt ggtcagctgg actacacaat 1320 
atcctggata tacactttct ctcacaggct 1380 
gtctgtcggg ttgcttatga aatcatgcaa 1440 
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accctgcatc ctgatgcctc tgcgaacttc cattctttgg atgacatcta ctattttgga 1500 
ggccaaaatg cccacaatca gattgctgt.t tatcctcaca aacctcgaac tgaagaggaa 1560 
attccaatgg aacctggaga tatcattggt gfggctggaa accattggga tggttattct 1620 
aaaggtatca acagaaaact tggaaaaaca ggcttatatc cctcctacaa agtccgagag 1680 
aagatagaaa cagtcaagta tcccacatat cctgaagctg aaaaatag 1728 

<210> 3 
<211> 3677 . 
<212> DNA 

<213> Homo sapiens (GenBank Accesion # : NM_178156) 
<400> 3 

cgtttagtac agaaatctca, tgggagagag catccatgca tttacaaatt gttattgaat 60 
tat 1 1 tat tg aatgatgaca cccaaactga gctagaacat aattctggct ctgctagtac 120 
atcttctgtg tgatcttgga caagtcactc tactttcctt tcaattttct tttctcacag 180 
ggagataatc ataaaaacga ctgtaaagta cagcacttca tagagtgctt tttgtttaaa 240 
gagctgacaa taaatacgag tctcaaggtc taggaaagcc tccctcacaa cctgagctgc 300 
ttgaggacaa gggattttct tttgaatcag cagtacctta tttgtgtatc tgtgatagag 360 
ttcctggtac ataagaaggt ctcaataaat atgtgaattt atgaatatta ggcagattgc 420 
aaccttgaca ggccactgcc tcttaaatct cctttctgtg atcttttaat atttaacatc 480 
taaaaggccg ccgctacttg ctttgggata agtatccccg gtatgtactt taaaatgccc 540 
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aagcctagag aaatgattct tgtc^taagg 
cccaggcttg ggatctgggt cccaaggcta 
ttccggccct ctgattggcc ggctcgcact 
ctcggcggca cccctcgtcc cgcgactact. 
cccgctcagc tggcggtctg ggctgctctg 
gcgggcgccg ggaattttcc gagtccgagc 
taaagcttcc tacacatatc accaggagga 
agagagaata atttgtctga agcatcatgt 
cactaactag aaacagagtt acaatgtttt 
gtgagttgaa aatctgaaaa tgcggccatg 
tctttttgcc tgggggacct tgctgtttta 
ccatcctgat cactctagcc gagaactgtc 
acaacagaat gaagacttga ggcgaatggc 
tgatcagggg ccagctatag gaagagtacg 
agaacagatt gaaaattaca agaaacagac 
cctgaggagg aggattgaaa atggagctaa 
gaagaaatta aagaacttag aaggaaatga 
ggatttagga catcatgaaa ggtctataat 
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gcaccatttc gctctcccac cgtaaagcgc 600 
cagggaagag tttggaacgg gaagctcatc 660 
ccactcacgc ggcgcgcagc tctgattggc 720 
ttgtgtgctg gggcggcgcg ctccggtcct 780 
gggcagccct tcggtccact gctctgcatc 840 
ggcatgtaga gcgcatga-ag tacaggacaa 900 
tctctttgaa agattcactg caggactacc 960 
gttgaaacaa cagaagtcta ttcacctgtg 1020 
caattctttg agctccagga ctccagggaa 1080 • 
gactggttcc tggcgttgga ttatgctcat 1140 
tataggtggt cacttggtac gagataatga 1200 
caagattctg gcaaagcttg aacgcttaaa 1260 
cgaatctctc cggataccag aaggccctat 1320 
cgttttagaa gagcagcttg ttaaggccaa 1380 
cagaaatggt ctggggaagg atcatgaaat 1440 
agagctctgg tttttcctac agagtgaatt 1500 
actccaaaga catgcagatg aatttctttt 1560 
gacggatcta tactacctca gtcagacaga 1620 
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tggagcaggt gattggcggg aaaaagaggc caaagatctg acagaactgg ttcagcggag 1680 
aataacatat cttcagaatc ccaaggactg cagcaaagcc aaaaagctgg tgtgtaatat 1740 
caacaaaggc tgtggctatg gctgtcagct ccatcatgtg gtctactgct tcatgattgc 1800 
atatggcacc cagcgaacac tcatcttgga. atctcagaat tggcgctatg ctactggtgg 1860 
atgggagact gtatttaggc ctgtaagtga gacatgcaca gacagatctg gcatctccac 1920 
tggacactgg tcaggtgaag tgaaggacaa aaatgttcaa gtggtcgagc ttcccattgt 1980 
agacagtctt catccccgtc ctccatattt acccttggct gtaccagaag acctcgcaga 2040 
tcgacttgta cgagtgcatg gtgaccctgc agtgtggtgg gtgtctcagt ttgtcaaata 2100 
cttgatccgc ccacagcctt ggctagaaaa agaaatagaa gaagccacca agaagcttgg 2160 
cttcaaacat ccagttattg gagtccatgt cagacgcaca gacaaagtgg gaacagaagc 2220 
tgccttccat cccattgaag agtacatggt gcatgttgaa gaacattttc agcttcttgc 2280 
acgcagaatg caagtggaca aaaaaagagt gtatttggcc acagatgacc cttctttatt 2340 
aaaggaggca aaaacaaagt accccaatta tgaatttatt agtgataact ctatttcctg 2400 
gtcagctgga ctgcacaatc gatacacaga aaattcactt cgtggagtga tcctggatat 2460 
acattttctc tctcaggcag acttcctagt gtgtactttt tcatcccagg tctgtcgagt 2520 
tgcttatgaa attatgcaaa cactacatcc tgatgcctct gcaaacttcc attctttaga 2580 
tgacatctac tattttgggg gccagaatgc ccacaatcaa attgccattt atgctcacca 2640 
accccgaact gcagatgaaa ttcccatgga acctggagat atcattggtg tggctggaaa 2700 
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tcattgggat ggctattcta aaggtgtcaa caggaaattg ggaaggacgg gcctatatcc 2760 
ctcctacaaa gttcgagaga agatagaaac ggtcaagtac cccacatatc ctgaggctga 2820 
gaaataaagc tcagatggaa gagataaacg accaaactca gttcgaccaa actcagttca 2880 
aaccatttca gccaaactgt agatgaagag ggctctgatc taacaaaata aggttatatg 2940 
agtagatact ctcagcacca agagcagctg ggaactgaca taggcttcaa ttggtggaat 3000 
tcctctttaa caagggctgc aatgccctca tacccatgca cagtacaata atgtactcac 3060 
atataacatg caaacaggt.t gttttctact ttgccccttt cagtatgtcc ccataagaca 3120 
aacactgcca tattgtgtaa tttaagtgac acagacattt tgtgtgagac ttaaaacatg 3180 
gtgcctatat ctgagagacc tgtgtgaact attgagaaga tcggaacagc tccttactct 3240 
gaggaagttg attcttattt gatggtggta ttgtgaccac tgaattcact ccagtcaaca 3300 
gattcagaat gagaatggac gtttggtttt tttttgtttt tgtttttgtt ttttccttta 3360 
taaggttgtc tgtttttttt tttttaaata attgcatcag ttcattgacc tcatcattaa 3420 
taagtgaaga atacatcaga aaataaaata ttcactctcc attagaaaat tttgtaaaac 3480 
aatgccatga acaaattctt tagtactcaa tgtttctgga cattctcttt gataacaaaa 3540 
aataaatttt aaaaaggaat tt tgtaaagt ' ttctagaatt ttatatcatt ggatgatatg 3600 
ttgatcagcc ttatgtggaa gaactgtgat aaaaagagga gctttttagt ttttcagctt 3660 
aaaaaaaaaa aaaaaaa 3677 



<210> 4 
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<211> 1836 
<212> DNA 

<213> Sus scrofa (GenBank Accesion # : D86723..1) 
<400> 4 

atgttttcaa ttctttgagc tctaggaagc cacgaaagtg agttgaaagt ctgaaaatgc 60 
ggccatggac tggttcgtgg cgttggatta tgctcattct ttttgcctgg gggaccttgc 120 
tattttacat aggtggtcac ttggtacgag ataatgacca ctctgatcac tctagccgag 180 
aactgtccaa gattttggca aagctggaac gcttaaaaca acaaaatgaa gacttgagga 240 
gaatggctga atctctccga ataccagaag gccccattga tcaggggcca gcttcaggaa 300 
gagttcgtgc tttagaagag caatttatga aggccaaaga acagattgaa aattataaga 360 
aacaaactaa aaatggtcca gggaaggatc atgaaatcct aaggaggagg attgaaaatg 420 
gagctaaaga gctctggttt tttctacaaa gtgagttgaa gaaattaaag aatttagaag 480 
gaaatgaact ccaaagacat gcagatgaat ttctatcaga tttgggacat catgaaaggt 540 
ctataatgac ggatctatac tacctcagtc aaacagatgg ggcaggtgat tggcgtgaaa 600 
aggaggccaa agatctgaca gagctggtcc agcggagaat aacatatctt cagaatccca 660 
aggactgcag caaagccaag aagctagtgt gtaatatcaa caaaggctgt ggctatggct 720 • 
gtcagctcca tcatgtagtg tactgcttta tgattgcata tggcacccag cgaacactcg 780 
ccttggaatc tcacaattgg cgctacgcta ctgggggatg ggaaactgtg tttagacctg 840 
taagtgagac gtgcacagac agatctggca gctc.cactgg acattggtca ggtgaagtaa 900 
aggacaaaaa tgttcaggtg gttgagctcc ccattgtaga cagtgttcat cctcgtcctc 960 
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catatttacc cctggctgtc ccagaagacc ttgcagatcg acttgtacga gtccatggtg 1020 
atcctgcagt gtggtgggta tcccagtttg tcaagtactt gattcgccca caaccctggc 1080 
tggaaaagga aatagaagag gccaccaaga agctaggctt caaacatcca gttattggag 1140 
tccatgttag acgcacagac aaagtgggag cggaagcagc cttccatccc attgaggaat 1200 
acacggtgca cgttgaagaa gactttcagc ttcttgctcg cagaatgcaa gtggataaaa 1260 
aaagggtgta tttggccaca gatgaccctg ctttgttaaa agaggcaaaa acaaagtacc 1320 
ccagttatga atttattagt gataactcta tctcttggtc agctggacta cataatcgat 1380 
atacagaaaa ttcacttcgg ggtgtgatcc tggatataca ctttctctcc caggcagact 1440 
tcctagtgtg tactttttca tcgcaggtct gtagagttgc ttatgaaatc atgcaagcgc 1500 
tgcatcctga tgcctctgcg aacttecgtt ctttggatga catctactat tttggaggcc 1560 
caaatgccca caaccaaatt gccatttatc ctcaccaacc tcgaactgaa ggagaaatcc 1620 
ccatggaacc tggagatatt attggtgtgg ctggaaatca ctgggatggc tatcctaaag 1680 
gtgttaacag aaaactggga aggacgggcc tatatccctc ctacaaagtt cgagagaaga 1740 
tagaaacagt caagtacccc acatatcccg aggctgacaa gtaaagcttg gacggacaga 1800 
tgagaaagac aaccaaactc agttcaaacc atttga 1836 



<210> 5 
<211> 575 
<212> PRT 

<213> Cricetuius griseus 
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' <400> 5 

Met Arg Ala Trp Thr Gly Ser Trp Arg Trp lie Met. Leu He Leu Phe 
. 1 5 10 . 15 

Ala Trp Gly Thr Leu Leu Phe Tyr He Gly Gly His Leu Val Arg Asp 
20 .25 30 

Asn Asp His Pro Asp His Ser Ser Arg Glu Leu Ser Lys He Leu Ala 
35 40 45 

Lys Leu Glu Arg Leu Lys Gin Gin Asn Glu Asp Leu' Arg Arg Met Ala 
50 55 60 

Glu Ser Leu Arg He Pro Glu Gly Pro He Asp Gin Gly Thr Ala Thr 
65 70 75 '- 80 

Gly Arg Val Arg Val Leu Glu Glu Gin Leu Val Lys Ala Lys Glu Gin 
85 90 95 

He Glu Asn Tyr Lys Lys Gin Ala Arg Asn Asp Leu Gly Lys Asp His 
100 105 110 

Glu lie Leu Arg Arg Arg He Glu Asn Gly Ala Lys Glu Leu Trp Phe 
115 .120 125 

Phe Leu Gin Ser Glu Leu Lys Lys Leu Lys Lys Leu Glu Gly Asn Glu. 
130 135 140 

Leu Gin Arg His Ala Asp Glu He Leu Leu Asp Leu Gly His His Glu 
145 150 155 160 

Arg Ser He Met Thr Asp Leu Tyr Tyr Leu Ser Gin Thr Asp Gly Ala 
165 170 175 

Gly Glu Trp Arg Glu Lys Glu Ala Lys Asp Leu Thr Glu Leu Val Gin 
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180 



.185 



190 



Arg Arg lie Thr Tyr Leu Gin Asn Pro Lys Asp Cys Ser Lys Ala Arg 
195 200 205 

Lys Leu Val Cys Asn He Asn Lys Gly Cys Gly Tyr Gly Cys Gin Leu 
210 215 220 

His His Val Val Tyr Cys Phe Met He Ala Tyr Gly Thr Gin Arg Thr 
225 230 . 235 240 

Leu He Leu Glu Ser Gin Asn Trp Arg Tyr Ala Thr Gly Gly Trp Glu 
.245 250 255 

Thr Val Phe Arg Pro Val Ser Glu Thr Cys Thr Asp Arg Ser Gly Leu 
260 265 270 

Ser Thr Gly His Trp Ser Gly Glu Val Lys Asp Lys Asn Val Gin Val 
275 280 285 

Val Glu Leu Pro He Val Asp Ser Leu His Pro Arg Pro Pro Tyr Leu 
290 295 300 

Pro Leu Ala Val Pro Glu Asp Leu Ala Asp Arg Leu Leu Arg Val His 
305 310 315 320 

Gly Asp Pro Ala Val Trp Trp Val Ser Gin Phe Val Lys Tyr Leu He 
325 330 335 

Arg Pro Gin Pro Trp Leu Glu Arg Glu He Glu Glu Thr Thr Lys Lys 
340 345 350 

Leu Gly Phe Lys His Pro Val He Gly Val His Val Arg Arg Thr Asp 
-355 360 365 



Lys Val Gly Thr Glu Ala Ala Phe His Pro He Glu Glu Tyr Met Val 
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370 375 380 

His Val Glu Glu His Phe Gin Leu Leu Glu Arg Arg.Met Lys Val Asp 
385 .390 395 400 

Lys Lys Arg Val Tyr Leu Ala Thr Asp Asp Pro Ser Leu Leu Lys Glu 
405 410 415 

Ala Lys Thr Lys Tyr Ser Asn Tyr Glu Phe He Ser Asp Asn Ser He 
420 425 430 

Ser Trp Ser Ala Gly Leu His Asn Arg Tyr Thr Glu' Asn Ser Leu Arg. 
435 440 . 445 

Gly Val He Leu Asp He His Phe Leu Ser Gin Ala Asp Phe Leu Val 
450 455 460 

Cys Thr Phe Ser Ser Gin Val Cys Arg Val Ala Tyr Glu He Met Gin 
465 470 475 480 

Thr Leu His Pro Asp Ala Ser Ala Asn Phe His Ser Leu Asp Asp He 
48.5 490 495 

Tyr Tyr Phe Gly Gly Gin Asn Ala His Asn Gin He Ala Val Tyr Pro 
500 505 510 

His Gin Pro Arg Thr Lys Glu Glu He Pro Met Glu Pro Gly Asp He 
515 520 525 

He- Gly Val Ala Gly Asn His Trp Asn Gly Tyr Ser Lys Gly Val Asn 
530 535 540 

Arg Lys Leu Gly Lys Thr Gly Leu Tyr Pro Ser Tyr Lys Val Arg Glu 
545 550 555 560 

Lys He Glu Thr Val Lys Tyr Pro Thr Tyr Pro Glu Ala Glu Lys 
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565 570 575 



<210> 6 . ... 
<211> 575 
<212> PRT 

<213> Mus musculus 
<400> 6 

Met Arg Ala Trp Thr Gly Ser Trp Arg Trp He Met Leu He Leu Phe 
1 5 10 15 

Ala Trp Gly Thr Leu Leu Phe Tyr He Gly Gly His Leu Val Arg Asp 
20 25 30 

Asn Asp His Pro Asp His Ser Ser Arg Glu Leu Ser Lys He Leu Ala 
35 40 45 

Lys Leu Glu Arg' Leu Lys Gin Gin Asn Glu Asp Leu Arg Arg Met Ala 
50 55 60 

Glu Ser Leu Arg He Pro Glu Gly Pro He Asp Gin Gly Thr Ala Thr 
65 70 75 80 

Gly Arg Val Arg Val Leu Glu Glu Gin Leu Val Lys Ala Lys Glu Gin 
85 90 95 

He Glu Asn Tyr Lys Lys Gin Ala Arg Asn Gly Leu Gly Lys Asp His 
100 105 110 

Glu He Leu Arg Arg Arg He Glu Asn Gly Ala Lys Glu Leu Trp Phe 
115 120 125 

Phe Leu Gin Ser Glu Leu Lys Lys Leu Lys His Leu Glu Gly Asn Glu 
130 135 140 
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Leu Gin Arg His Ala Asp Glu He Leu Leu Asp Leu Gly His His Glu 

145 150 155 160 

Arg Ser He Met Thr Asp Leu Tyr Tyr Leu Ser Gin Thr Asp Gly Ala 

165 .170 175 

Gly Asp Trp Arg Glu Lys Glu Ala Lys Asp Leu Thr Glu Leu Val Gin 

180 185 190 



Arg Arg He Thr Tyr Leu Gin Asn Pro Lys Asp Cys Ser Lys Ala Arg 
195 200 205 - 

Lys Leu Val Cys Asn He Asn Lys Gly Cys Gly Tyr Gly Cys Gin Leii 
210 215 220 

His His Val Val Tyr Cys Phe Met He Ala Tyr Gly Thr Gin Arg Thr 
225 230 235 240 

Leu He Leu Glu Ser Gin Asn Trp Arg Tyr Ala Thr Gly Gly Trp Glu 
245 250 255 

Thr Val Phe Arg Pro Val Ser Glu Thr Cys Thr Asp Arg Ser Gly Leu 
260 265 270 

Ser Thr Gly His Trp Ser Gly Glu Val Asn Asp Lys Asn He Gin Val 
275 280 285 

Val Glu Leu Pro He Val Asp Ser Leu His Pro Arg Pro Pro Tyr Leu 
290 295 300 

Pro Leu Ala Val Pro Glu Asp Leu Ala Asp Arg Leu Leu Arg Val His 
305 310 315 320 



Gly Asp Pro Ala Val Trp Trp Val Ser Gin Phe Val Lys Tyr Leu He 
325 330 335 
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Arg Pro Gin Pro Trp Leu Glu Lys Glu He Glu Glu Ala Thr Lys Lys 
340 345 350 

i 

Leu Gly Phe Lys His Pro Val lie Gly Val His Val Arg Arg Thr Asp 
355 360 365 

Lys Val Gly Thr Glu Ala Ala Phe His Pro He Glu Glu Tyr Met Val 
370 375 380 

His Val Glu Glu His Phe Gin Leu Leu Ala Arg Arg Met Gin Val Asp 
385 390 395 - 400 

Lys Lys Arg Val Tyr Leu Ala Thr Asp Asp Pro Thr Leu Leu Lys Glu 
405 410 415 

Ala Lys Thr Lys Tyr Ser Asn Tyr Glu Phe He Ser Asp Asn Ser He 
420 425 430 

Ser Trp Ser Ala Gly Leu His Asn Arg. Tyr Thr Glu Asn Ser Leu Arg 
• 435 440 445 

Gly Val He Leu Asp He. His Phe Leu Ser Gin Ala Asp Phe Leu Val 
450 455 460 

Cys Thr Phe Ser Ser Gin Val Cys Arg Val Ala Tyr Glu He Met Gin 
465 470 475 480 

Thr Leu His Pro Asp Ala Ser Ala Asn Phe His Ser Leu Asp Asp He 
485 490 495 

Tyr Tyr Phe Gly Gly Gin Asn Ala His Asn Gin He Ala Val Tyr Pro 
500 505 510 



His Lys Pro Arg Thr Glu Glu Glu He Pro Met Glu Pro Gly Asp He 
515 520 ' 525 
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He Gly Val Ala Gly Asn His Trp Asp Gly Tyr Ser Lys Gly lie Asn 
530 535 ; 540 

Arg Lys Leu Gly Lys Thr Gly Leu Tyr Pro Ser Tyr Lys Val Arg Glu 
545 - 550 555 560 

Lys lie Glu Thr Val Lys Tyr Pro Thr Tyr Pro Glu Ala Glu Lys 
565 570 ' 575 



<210> 7 

<211> 446 ' 
<212> PRT 

<213> Homo sapiens 
<400> 7 

Met Ala lie Thr Val Ser Leu Val Asn Asn Lys Arg Lys He Val Val 
1 5 - 10 15 

Leu Ala Gin Pro Thr Thr Val Lys Arg Lys Arg He Thr Pro Tyr Lys 
20 25 30 

Ser He Met Thr Asp Leu Tyr Tyr Leu Ser Gin Thr Asp Gly Ala Gly 
35 40 45 

Asp Trp Arg Glu Lys Glu Ala Lys Asp Leu Thr Glu Leu Val Gin Arg 
50 55 60 . 

Arg He Thr Tyr Leu Gin Asn Pro Lys Asp Cys Ser Lys. Ala Lys Lys 
165 70 75 80 

Leu Val Cys Asn He Asn Lys Gly Cys Gly Tyr Gly Cys Gin Leu His 
85 90 95 



His Val Val Tyr Cys Phe Met He Ala Tyr Gly Thr Gin Arg Thr Leu 
100 105 110 
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He Leu Glu Ser Gin Asn Trp Arg Tyr Ala Thr Gly Gly Trp Glu Thr 
115 120 125. 

Val Phe Arg Pro Val Ser Glu Thr Cys Thr Asp Arg Ser Gly He Ser 
130 135 140 

Thr Gly His Trp Ser Gly Glu Val Lys Asp Lys Asn Val Gin Val Val 
145 ' 150 155 160 

Glu Leu Pro He Val Asp Ser Leu His Pro Arg Pro Pro -Tyr Leu Pro 
165 170 175 

Leu Ala Val Pro Glu Asp Leu Ala Asp Arg Leu Val Arg Val His Gly 
180 185 190 

Asp Pro Ala Val Trp Trp Val Ser Gin Phe Val Lys Tyr Leu He Arg 
195 200 205 

Pro Gin Pro Trp Leu Glu Lys Glu He Glu Glu Ala Thr Lys Lys Leu 
210 215 220 

Gly Phe Lys His Pro Val He Gly Val His Val Arg Arg Thr Asp Lys 
225 230 1 • 235 240 

Val Gly Thr Glu Ala Ala Phe His Pro He Glu Glu Tyr Met Val His 
245 250 255 

Val Glu Glu His Phe Gin Leu Leu Ala Arg Arg Met Gin Val Asp Lys 
260 265 270 

Lys Arg Val Tyr Leu Ala Thr Asp Asp Pro Ser Leu Leu Lys Glu Ala 
275 280 285 



Lys Thr Lys Tyr Pro Asn Tyr Glu Phe He Ser Asp Asn Ser He Ser 
290 295 300 
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Trp Ser Ala Gly Leu His Asn Arg Tyr Thr Glu Asn Ser Leu Arg Gly 
305 310 . . 315 . 320 

Val He Leu Asp He His Phe Leu Ser Gin Ala Asp Phe Leu Val Cys 
325 330 335 . 

Thr Phe Ser Ser Gin Val Cys Arg Val Ala Tyr Glu He Met Gin Thr 
340 345 350 

Leu His Pro Asp Ala Ser Ala Asn Phe His Ser Leu Asp -Asp He Tyr 
355 360 365 

Tyr Phe Gly Gly Gin Asn Ala His Asn Gin He Ala He Tyr Ala His 
370 375 380 



Gin Pro Arg Thr Ala Asp Glu He Pro Met Glu Pro Gly Asp He He 
385 390 395 400 

Gly Val Ala Gly Asn His Trp Asp Gly Tyr Ser Lys Gly Val Asn Arg 
405 410 415 

Lys Leu Gly Arg Thr Gly Leu Tyr Pro Ser Tyr Lys Val Arg Glu Lys 
420 425 430 

He Glu Thr Val Lys Tyr Pro Thr Tyr Pro Glu Ala Glu Lys 
435 440 445 



<210> 8 
<211> 575 
<212> PRT 
<213> Sus scrofa 

<400> 8 

Met Arg Pro Trp Thr Gly Ser Trp Arg Trp He Met Leu He Leu Phe 
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1 5 10 15 

Ala Trp Gly Thr Leu Leu Phe Tyr He Gly Gly His Leu Val Arg Asp 
20 .25 30 

Asn Asp His Ser Asp His Ser Ser Arg Glu Leu Ser Lys He Leu Ala 
35 40 . 45 

Lys Leu Glu Arg Leu Lys Gin Gin Asn Glu Asp Leu Arg Arg Met Ala 
50 55 60 

Glu Ser Leu Arg He Pro Glu Gly Pro He Asp Gin' Gly Pro Ala Ser 
165 70 75 80 

Gly Arg Val Arg Ala Leu Glu Glu Gin Phe Met Lys Ala Lys Glu Gin 
85 90 95 

He Glu Asn Tyr Lys Lys Gin Thr Lys Asn Gly Pro Gly Lys Asp His 
100 105 ' 110 

Glu He Leu Arg Arg Arg He Glu Asn Gly Ala Lys Glu Leu Trp Phe 
115 120 . 125 

Phe Leu Gin Ser Glu Leu Lys Lys Leu Lys Asn Leu Glu Gly Asn Glu 
130 135 140 

Leu Gin Arg His Ala Asp Glu Phe Leu Ser Asp Leu Gly His His Glu 
145 150 155 160 

Arg Ser He Met Thr Asp Leu Tyr Tyr Leu Ser Gin Thr Asp Gly Ala 
165 170 175 

Gly Asp Trp Arg Glu Lys Glu Ala Lys Asp Leu Thr Glu Leu Val Gin 
180 185 190 

Arg Arg He Thr Tyr Leu Gin Asn Pro Lys Asp Cys Ser Lys Ala Lys 
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195 



. 200 



205 



Lys Leu Val Cys Asn He Asn Lys Gly Cys Gly Tyr Gly Cys Gin Leu 
210 215 220 

His His Val Val Tyr Cys Phe Met He Ala Tyr Gly'Thr Gin Arg Thr 
225 230 235 240 

Leu Ala Leu Glu Ser His Asn Trp Arg Tyr Ala Thr Gly Gly Trp Glu 
245 2.50 255 

Thr Val Phe Arg Pro Val Ser Glu Thr Cys Thr Asp Arg Ser Gly Ser 
260 265 270 

Ser Thr Gly His Trp Ser Gly Glu Val Lys Asp Lys Asn Val. Gin Val 
275 280' 285 

Val Glu Leu Pro He Val Asp Ser Val His Pro Arg Pro Pro Tyr Leu 
290 , 295 300 

Pro Leu Ala Val Pro Glu Asp Leu Ala Asp Arg Leu Val Arg Val His 
305 ■ 310 315 320 

Gly Asp Pro Ala Val Trp Trp Val Ser Gin Phe Val Lys Tyr Leu He 
325 330 335 

Arg Pro Gin Pro Trp Leu Glu Lys Glu He Glu Glu Ala Thr Lys Lys 
340 345 350 

Leu Gly Phe Lys His Pro Val He Gly Val His Val Arg Arg Thr Asp 
355 360 365 



Lys Val Gly Ala Glu Ala Ala Phe His Pro He Glu Glu Tyr Thr Val 
370 375 380 



His Val Giu Glu Asp Phe Gin Leu Leu Ala Arg Arg Met Gin Val Asp 
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385 390 395 400 

Lys Lys Arg Val Tyr Leu Ala Thr Asp Asp Pro Ala Leu Leu Lys Glu 
405 410 415 

Ala Lys Thr Lys Tyr Pro Ser Tyr Glu Phe He Ser Asp Asn Ser lie 
420 425 430 

Ser Trp Ser Ala Gly Leu His Asn Arg Tyr Thr Glu Asn Ser Leu Arg 
. 435 440 445 

Gly Val He Leu Asp He His Phe Leu Ser Gin Ala' Asp Phe Leu Val 
450 455 460 

Cys Thr Phe Ser Ser Gin Val Cys Arg Val Ala Tyr Glu He Met Gin 
465 , 470 475 480 

Ala Leu His Pro Asp Ala Ser Ala Asn Phe Arg Ser Leu Asp Asp He 
485 490 495 

Tyr Tyr Phe Gly Gly Pro Asn Ala His Asn Gin He Ala He Tyr Pro 
500 505 510 

His Gin Pro Arg Thr Glu Gly Glu He Pro Met Glu Pro Gly Asp He 
515 520 525 

He Gly Val Ala Gly Asn His Trp Asp Gly Tyr Pro Lys Gly Val Asn 
530 535 540 

Arg Lys Leu Gly Arg Thr Gly Leu Tyr Pro Ser Tyr Lys Val Arg Glu 
545 550 555 560 

Lys He Glu Thr Val Lys Tyr Pro Thr Tyr Pro Glu Ala Asp Lys 
. 565 570 t 575 
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<210> 9 
<211> 9196 
<212> DNA 

<213> Cricetulus griseus 
<400> 9 

tctagaccag gctggtctcg aactcacaga gaaccacctg cctctgccac ctgagtgctg 60 
ggattaaagg tgtgcaccac caccgcccgg cgtaaaatca tatttttgaa tattgtgata 120 
atttacatta taattgtaag taaaaatttt cagcctattt tgttatacat ttttgcgtaa 180 
attattcttt tttgaaagtt ttgttgtcca taatagtcta gggaaacata. aagttataat 240 
ttttgtctat g.tatttgcat atatatctat ttaatctcct aatgtccagg aaataaatag 300 
ggtatgtaat agcttcaaca* tgtggtatga tagaattttt cagtgctata taagttgtta 360 
cagcaaagtg ttattaattc atatgtccat atttcaattt t.ttatgaatt attaaattga 420 
atccttaagc tgccagaact agaattttat tttaatcagg aagccccaaa tctgttcatt 480 
ctttctatat atgtggaaag gtaggcctca ctaactgatt cttcacctgt tttagaacat 540 
ggtccaagaa tggagttatg taaggggaat tacaagtgtg agaaaactcc tagaaaacaa 600 
gatgagtctt gtgaccttag tttctttaaa aacacaaaat tcttggaatg tgttttcatg 660 
ttcctcccag gtggatagga gtgagtttat ttcagattat ttattacaac tggctgttgt 720 
tacttgtttc tatgtcttta tagaaaaaca tatttttttt gccacatgca gcttgtcctt 780 
atgattttat acttgtgtga ctcttaactc tcagagtata aattgtctga tgctatgaat 840 
aaagttggct attgtatgag acttcagccc acttcaatta ttggcttcat tctctcagat 900 
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cccaccacct ccagagtggt aaacaacttg aaccattaaa cagactttag tctttatttg 960 
aatgatagat ggggatatca gatttatagg cacagggttt tgagaaaggg agaaggtaaa 1020 
cagtagagtt taacaacaac aaaaagtata ctttgtaaac gtaaaactat ttattaaagt 1080 
agtagacaag acattaaata ttccttggga ttagtgcttt ttgaattttg ctttcaaata 1140 
atagtcagtg agtatacccc tcccccattc tatattttag cagaaatcag aataaatggt 1200 
gtttctggta cattcttttg tagagaattt attttctttg ggtttttgtg catttaaagt 1260 
caataaaaat taaggttcag taatagaaaa aaaactctga tttttggaat cccctttclt 1320 
cagcttttct atttaatctc ttaatgataa tttaatttgt ggccatgtgg tcaaagtata 1380 
tagccttgta tatgtaaatg ttttaaccaa cctgccttta cagtaactat ataaltttat 1440 
tctataatat atgacttttc ttccatagct ttagagttgc ccagtcactt taagttacat 1500 
tttcatatat gttctttgtg ggaggagata attttatttc taagagaatc ctaagcatac 1560 
tgattgagaa atggcaaaca aaacacataa ttaaagctga taaagaacga acatttggag 1620 
tttaaaatac atagccaccc taagggttta actgttgtta gccttctttt ggaattttta 1680 
ttagttcata tagaaaaatg gattttatcg tgacatttcc atatatgtat ataatatatt 1740 
tacatcatat ccacctgtaa ttattagtgt ttttaaatat atttgaaaaa ataatggtct 1800 
ggtttgatcc atttgaacct tttgatgttt ggtgtggttg ccaattggtt gatggttatg 1860 
ataacctttg cttctctaag gttcaagtca gtttgagaat atgtcctcta aaaatgacag 1920 
gttgcaagtt aagtagtgag atgacagcga gatggagtga tgagaatttg tagaaatgaa 1980 
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ttcacttata' ctgagaactt gttttgcttt tagataatga acatattagc ctgaagtaca 2040 
tagccgaatt gattaattat tcaaagatat aatcttttaa tccctataaa agaggtatta 2100 
cacaacaatt caagaaagat agaattagac ttccagtatt ggagtgaacc atttgttatc 2160 
aggtagaacc ctaacgtgtg tggttgactt aaagtgttta ctttttacct gatactgggt 2220 
agctaattgt ctttcagcct cctggccaaa gataccatga aagtcaactt acgttgtatt 2280 
ct'atatctca aacaactcag ggtgtttctt actctttcca cagcatgtag agcccaggaa 2340 
gcacaggaca agaaagctgc ctccttgtat caccaggaag atctttttgt aagagtcatc 2400 
acagtatacc agagagacta at t ttgtctg aagcatcatg tgttgaaaca acagaaactt 2460 
attttcctgf gtggctaact agaaccagag tacaatgt.tt ccaattcttt gagctccgag 2520 
aagacagaag ggagttgaaa ctctgaaaat gcgggcatgg actggttcct ggcgttggat 2580 
tatgctcatt ctttttgcct gggggacctt attgttttat ataggtggtc atttggttcg 2640 
agataatgac caccctgacc attctagcag agaactctcc aagattcttg caaagctgga 2700 
gcgcttaaaa caacaaaatg aagacttgag gagaatggct gagtctctcc ggtaggtttg 2760 
aaatactcaa ggatttgatg aaatactgtg cttgaccttt aggtataggg tctcagtctg 2820 
ctgttgaaaa atataatttc tacaaaccgt ctttgtaaaa ttttaagtat tgtagcagac 2880 
tttttaaaag tcagtgatac atctatatag tcaatatagg tttacatagt tgcaatctta 2940 
ttttgcatat gaatcagtat atagaagcag tggcatttat atgcttatgt tgcatttaca 3000 
attatgttta gacgaacaca aactttatgt gatttggatt agtgctcatt aaattttttt 3060 
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attctatgga ctacaacaga gacataaatt ttgaaaggct tagttactct taaattctta 3120 
tgatgaaaag caaaaattca ttgttaaata gaacagtgca tccggaatgt gggtaattat 3180 
tgccatattt ctagtctact aaaaattgtg gcataactgt tcaaagtcat cagttgtttg 3240 
gaaagccaaa gtctgattta aatggaaaac ataaacaatg atatctattt ctagatacct 3300 
ttaacttgca gttactgagt ttacaagttg tctgacaact ttggattctc ttacttcata 3360 
tctaagaatg atcatgtgta cagtgcttac tgtcacttta aaaaactgca gggctagaca 3420 
tgcagatatg aagactttga cattagatgt ggtaattggc actaccagca agtggtatta 3480 
,agatacagct gaatatatta ctttttgagg aacataattc atgaatggaa agtggagcat 3540 
tagagaggat gccttctggc tctcecacac cactgtttgc atccattgca tttcacactg 3600 
cttttagaac tcagatgttt catatggtat attgtgtaac tcaccatcag ttttatcttt 3660 
aaatgtctat ggatgataat gttgtatgtt aacactttta caaaaacaaa tgaagccata 3720 
tcctcggtgt gagttgtgat ggtggtaatt gtcacaatag gattattcag caaggaacta 3780 
agtcagggac aagaagtggg cgatactttg ttggattaaa tcattttact ggaagttcat 3840 
cagggagggt tatgaaagtt gtggtctttg aactgaaatt atatgtgatt cat tattctt 3900 
gatttaggcc ttgctaatag taactatcat ttattgggaa tttgtcatat gtgccaattt 3960 
gtcatgggcc agacagcgtg ttttactgaa tttctagata tctttatgag attctagtac 4020 
tgttttcagc cattttacag atgaagaatc ttaaaaaatg ttaaataatt tagtttgccc 4080 
aagattatac gttaacaaat ggtagaacct tctttgaatt ctggcagtat ggctacacag 4140 
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tccgaactct tatcttccta agctgaaaac agaaaaagca atgacccaga aaattttatt 4200 
taaaagtctc aggagagact tcccatcctg agaagatctc ttttcccttt tataatttag 4260 
gctcctgaat aatcactgaa ttttctccat gttccatcta tagtactgtt atttctgttt 4320 
tccttttttc ttaccacaaa gtatcttgtt tttgctgtat gaaagaaaat gtgttattgt 4380 
aatgtgaaat tctctgtccc tgcagggtcc cacatccgcc tcaatcccaa ataaacacac 4440 
agaggctgta ttaattatga aactgttggt cagttggcta gggcttct-ta ttggctagct 4500 
ctgtcttaat tattaaacca taactactat tgtaagtatt tccatgtggt cttatcttac 4560 
caaggaaagg gtccagggac ctcttactcc tctggcgtgt tggcagtgaa gaggagagag 4620 
cgatttccta tttgtctctg cttattttct gattctgctc agctatgtca cttcctgcct 4680 
ggccaatcag ccaatcagtg ttttattcat tagccaataa aagaaacatt tacacagaag 4740 
gacttccccc atcatgttat ttgtatgagt tcttcagaaa atcatagtat cttttaatac 4800 
taatttttat aaaaaattaa ttgtattgaa aattatgtgt atatgtgtct gtgtgtcgat 4860 
ttgtgctcat aagtagcatg gagtgcagaa gagggaatca gatctttttt taagggacaa 4920 
agagtttatt cagattacat tttaaggtga taatgtatga ttgcaaggtt atcaacatgg 4980 
cagaaatgtg aagaagctgg tcacattaca tccagagtca agagtagaga gcaatgaatt 5040 
gatgcatgca ttcctgtgct cagctcactt ttcctggagc tgagctgat t , gtaagccatc 5100 
tgatgtcttt gctgggaact aactcaaagg caagttcaaa acctgttctt aagtataagc 5160 
catctctcca gtccctcata tggtctctta agacactttc tttatattct tgtacataga 5220 
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aattgaattc ctaacaactg cattcaaatt acaaaatagt ttttaaaagc tgatataata 5280 
aatgtaaata caatctagaa catttttata aataagcata ttaactcagt aaaaataaat 5340 
gcatggttat tttccttcat tagggaagta tgtctcccca ggctgttctc tagattctac 5400 
tagtaatgct gtttgtacac catccacagg ggttttattt taaagctaag acatgaatga 5460 
tggacatgct tgttagcatt tagacttttt fccttactat aattgagcta gtatttttgt 5520 
gctcagtttg atatctgtta attcagataa atgtaatagt aggtaatt-tc tttgtgataa 5580 
aggcatataa attgaagttg gaaaacaaaa gcctgaaatg acagttttta agattcagaa 5640 
caataatttt caaaagcagt tacccaactt tccaaataca atctgcagtt ttcttgatat 5700 
gtgataaatt tagacaaaga aatagcacat tttaaaatag ctatttactc ttgatttttt 5760 
tttcaaattt aggctagttc actagttgtg tgtaaggtta tggctgcaaa catctttgac 5820 
tcttggttag ggaatccagg atgatttacg tgtttggcca aaatcttgtt ccattctggg 5880 
tttcttctct atctaggtag ctagcacaag ttaaaggtgt ggtagtattg. gaaggctctc 5940 
aggtatatat ttctatattc tgtatttttt tcctctgtca tatatttgct ttctgtttta 6000 
ttgatttcta ctgttagttt gatacttact ttcttacact ttctttggga tttattttgc 6060 
tgttctaaga tttcttagca agttcatatc actgatttta acagttgctt cttttgtaat 6120 
atagactgaa tgccccttat ttgaaatgct tgggatcaga aactcagatt tgaacttttc 6180 
ttttttaata tttccatcaa gtttaccagc tgaatgtcct gatccaagaa tatgaaatct 6240 
gaaatgcttt gaaatctgaa acttttagag tgataaagct tccctttaaa ttaatttgtg 6300 
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ttctatattt tttgacaatg tcaacctttc attgttatcc aatgagtgaa catattttca 6360 
atttttttgt ttgatctgtt atattttgat etgaccatat ttataaaatt ttatttaatt 6420 
tgaatgttgt gctgttactt atctttatta ttatttttgc ttattttcta gccaaatgaa 6480 
attatattct gtattatttt agtttgaatt ttactttgtg gcttagtaac tgecttttgt 6540 
tggtgaatgc ttaagaaaaa cgtgtggtct actgatattg gttctaatct tatatagcat 6600 
gttgtttgtt aggtagttga ttatgctggt cagattgtct tgagttta-tg caaatgtaaa 6660 
atat.ttagat gcttgttttg ttgtctaaga acaaagtatg cttgctgtct cctatcggtt 6720 
ctggtttttc cattcatctc ttcaagctgt tttgtgtgtt gaatactaac tccgtactat 6780 
cttgttttct gtgaattaac cccttttcaa aggtttcttt tctttttttt tttaagggac 6840 
aacaagttta ttcagattac attttaagct gataatgtat gattgcaagg ttatcaacat 6900 
ggcagaaatg tgaagaagct aggcacatta catccacatg gagtcaagag cagagagcag 6960 
tgaattaatg catgcattcc tgtggtcagc tcacttttcc tattcttaga tagtctagga 7020 
tcataaacct ggggaatagt gctaccacaa tgggcatatc cacttacttc agttcatgca 7080 
atcaaccaag gcacatccac aggaaaaact gatttagaca acctctcatt gagactcttc 7140 
ccagatgatt agactgtgtc aagttgacaa ttaaaactat cacacctgaa gccatcacta 7200 
gtaaatataa tgaaaatgtt gattatcacc ataattcatc tgtatccctt tgttattgta 7260 
gattttgtga agttcctatt caagtccctg ttccttcctt aaaaacctgt tttttagtta 7320 
aataggtttt ttagtgttcc tgtctgtaaa tactttttta aagttagata ttattttcaa 7380 
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gtatgttctc ccagtctttg gcttgtattt tcatcccttc aatacatata tttttgtaat 7440 
ttattttttt tatttaaatt agaaacaaag ctgcttttac atgtcagtct cagttccctc 7500 
tccctcccct cctcccctgc tccccaccta agccccaatt ccaactcctt tcttctcccc 7560 
aggaagggtg aggccctcca tgggggaaat cttcaatgtc tgtcatatca tttggagcag 7620 
ggcctagacc ctccccagtg tgtctaggct gagagagtat ccctctatgt ggagagggct 7680 
cc'caaagttc atttgtgtac taggggtaaa tactgatcca ctatcagtgg ccccatagat 7740 
tgtccggacc tccaaactga cttcctcctt cagggagtct ggaacagttc tatgctggtt 7800 
tcccagatat cagtctgggg tccatgagca accccttgtt caggtcagtt gtttctgtag 7860 
gtttccccag cccggtcttg acccctttgc tcatcacttc tccctctctg caactggatt 7920 
ccagagttca gctcagtgtt tagctgtggg tgtctgeatc tgcttccatc agctactgga 7980 
tgagggctct aggatggcat ataaggtagt catcagtctc attatcagag aagggctttt 8040 
aaggtagcct cttgattatt gcttagattg ttagttgggg tcaaccttgt aggtctctgg 8100 
acagtgacag aattctctft aaacctataa tggctccctc tgtggtggta tcccttttct 8160 
tgctctcatc cgttcctccc ctgactagat cttcc.tgctc cctcatgtcc tcctctcccc 8220 
tccccttctc cccttctctt tcttctaact ccctctcccc tccacccacg atccccatta 8280 
gcttatgaga tcttgtcctt attttagcaa aacctttttg gctataaaat taattaattt 8340 
aatatgctta tatcaggttt attttggcta gtatttgtat gtgtttggtt agtgttttta 8400 
accttaattg acatgtatcc ttatatttag acacagattt aaatatttga agtttttttt 8460 



WO 2005/035740 31/40 PCT/JP2004/015315 



tttttttttt ttaaagattt atttattttt tatgtcttct gcctgcatgc cagaagaggg 8520 
caccagatct cattcaaggt ggttgtgagc caccatgtgg ttgctgggaa ttgaactcag 8580 
gacctctgga agaacagtca gtgctcttaa ccgctgagcc atctctccag cccctgaagt 8640 
gtttctttta aagaggatag cagtgcatca tttttccctt tgaccaatga ctcctacctt 8700 
actgaattgt tttagccatt tatatgtaat gctgttacca ggtttacatt ttcttttatc 8760 
ttgctaaatt tcttccctgt ttgtctcatc tcttattttt gtctgttgga ttatataggc 8820 
ttttattttt ctgtttttac agtaagttat atcaaattaa aattatttta tggaatgggt 8880 
gtgttgacta catgtatgtc tgtgcaccat gtgctgacct ggtcttggcc agaagaaggt 8940 
gtcatattct ctgaaactgg tattgtggat gttacgaact gccatagggt gctaggaatc 9000 
aaaccc.cagc tcctctggaa aagcagccac tgctctgagc cactgagtcc tctcttcaag 9060 
caggtgatgc caacttttaa tggttaccag tggataagag tgcttgtatc tctagcaccc 9120 
atgaaaattt atgcattgct atatgggctt gtcacttcag cattgtgtga cagagacagg 9180 
aggatcccaa gagctc .919.6 



<210> 10 
<21l> 28 
<212> .DM 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Synthetic DNA 
<400> 10 
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gagacttcag cccacttcaa ttattggc 28 



<210> 11 
<211> 25 
<212> DNA 
. <213> Artificial Sequence 

<220> ■ 

<223> Description of Artificial Sequence: Synthetic DNA 
<400> 11 

cttgtgtgac tcttaactct cagag 



<210> 12 
<211> 25 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Synthetic DNA 
<400> 12 

gaggccactt gtgtagcgcc aagtg 

<210> 13 
<211> 23 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Synthetic DNA 



<400> 13 
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ccctcgagat aac.ttcgtat age 23 



<210> 14 
<211> 18 
<212> DNA ' 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence : Synthetic DNA . 
<400> 14 

ggtaggcetc actaactg 18 



<210> 15 
<211> 25 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence : Synthetic DNA 
<400> 15 

catagaaaca agtaacaaca gecag 25 



<210> 16 
<211> 21 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Synthetic DNA 
<400> 16 



WO 2005/035740 34J4Q PCT/JP2004/015315 



gtgagtccat ggctgtcact g" 21 



<210> 17 
<211> 20 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Synthetic DNA 
<400> 17 

cctgacttgg ctattctcag 20 



<210> 18 , 
<211> 384 
<212> DNA . 
<213> Mus musculus 

<400>. 18 

atg gat ttt cag gtg cag att ate age ttc ctg eta ate agt get tea 48 ■ 

Met Asp Phe Gin Val Gin He He Ser Phe Leu Leu He Ser Ala Ser 

1 5 10 15 

gtc ata atg tec aga gga caa att gtt etc tec cag tct cca gca ate 96 

Val He Met Ser Arg Gly Gin He Val Leu Ser Gin Ser Pro Ala He 

20 25 30 

ctg tct gca tct cca ggg gag aag gtc aca atg act tgc agg gee age 144 

Leu Ser Ala Ser Pro Gly Glu Lys Val Thr Met Thr Cys Arg Ala Ser 

35 40 45 

tea agt gta agt tac ate cac tgg ttc cag cag aag cca gga tec tec . 192 

Ser Ser Val Ser Tyr He His Trp Phe Gin Gin Lys Pro Gly Ser Ser 

50 55 60 

ccc aaa ccc tgg att tat gee aca tec aac ctg get tct gga gtc cct 240 

Pro Lys Pro Trp He Tyr Ala Thr Ser Asn Leu Ala Ser Gly Val Pro 

65 70 75 80 



i 
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gtt cgc ttc agt ggc agt ggg tct ggg act tct tac tct etc acc ate 288 

Val Arg Phe Ser Gly Ser Gly Ser Gly Thr Ser Tyr Ser Leu Thr lie 

85 -90 95 

age aga gtg. gag get gaa gat get gee act tat tac tgc cag cag tgg 336 

Ser Arg Val Glu Ala Glu Asp Ala Ala Thr Tyr Tyr Cys Gin Gin Trp 

100 105 110 

act agt aac cca ccc acg ttc gga ggg ggg acc aag ctg gaa ate aaa 384 

Thr Ser Asn Pro Pro thr Phe Gly Gly Gly Thr Lys Leu Glu He Lys 
115 120 125 



<210> 19 
<211> 420 
<212> DNA 

<213> Mus musculus 
<400> 19 

atg ggt tgg age etc ate ttg etc ttc ctt gtc get gtt get acg cgt 48 
Met Gly Trp Ser Leu He Leu Leu Phe Leu Val Ala Val Ala Thr Arg 

1 5 10 15 

gtc ctg tec cag gta caa ctg cag cag cct ggg get gag ctg gtg aag 96 
Val Leu Ser Gin Val Gin Leu Gin Gin Pro Gly Ala Glu Leu Val Lys 

20 25 30 

cct ggg gec tea gtg aag atg tec tgc aag get tct ggc tac aca ttt 144 
Pro Gly Ala Ser Val Lys Met Ser Cys Lys Ala Ser Gly Tyr Thr Phe 

35 40 45 

acc agt tac aat atg cac tgg. gta. aaa cag aca cct ggt egg ggc ctg' 192 
Thr Ser Tyr Asn Met His Trp Val Lys Gin Thr Pro Gly Arg Gly Leu 

50 55 60 

gaa tgg. att gga get att tat ccc gga aat ggt gat act tec tac aat 240 
Glu Trp He Gly Ala He Tyr Pro Gly Asn Gly Asp Thr Ser Tyr Asn 
65 .70 75 80 

cag aag ttc aaa ggc aag gec aca ttg act gca gac aaa tec tec age 288 
Gin Lys Phe Lys Gly Lys Ala Thr Leu Thr Ala Asp Lys Ser Ser Ser 

85 90 95 

aca gec tac atg cag etc age age ctg aca tct gag gac tct gcg gtc 336 
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Thr Ala Tyr Met Gin Leu Ser Ser Leu Thr Ser Glu Asp Ser Ala Val 

100 105 110 

tat tac tgt gca aga teg act tac tac gge ggt gac tgg tac ttc aat 
Tyr Tyr Cys Ala Arg Ser Thr Tyr Tyr Gly Gly Asp Trp Tyr Phe Asn 

115 120 125 

gtc tgg ggc gca ggg acc acg gtc acc gtc tct gca 
Val Trp Gly Ala Gly Thr Thr Val Thr Val Ser Ala 
13_0 135 140 

<210> 20 - 
<211> 91 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Synthetic DNA 
<400> 20 

caggaaacag ctatgacgaa ttcgcctcct caaaatggat tttcaggtgc agattatcag 60 
cttcctgcta ateagtgett cagtcataat g 91 

<210> 21 
<211> 91 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Synthetic DNA 



384 
420 



<400> 21 

gtgaccttct cccctggaga tgcagacagg attgetggag actgggagag aacaatttgt 60 
cctctggaca ttatgactga agcactgatt a f 91 
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<210> 22 
<211> 90 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Synthetic DNA 
<400> 22 

ctccagggga gaaggtcaca atgacttgca gggccagctc aagtgtaagt tacatccact 60 
ggttccagca gaagccagga tcctccccca - 90 

<210> 23 
<211> 89 

<212> DNA . 
<213> Artificial Sequence 

<220> 

<223> Description of Artificial Sequence: Synthetic DNA 
<400> 23 

cc.agacccac tgccactgaa gcgaacaggg actccagaag ccaggttgga tgtggcataa 60 
atccagggtt tgggggagga tcctggctt 89 

<210> 24 
<211> 91 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Synthetic DNA 
<400> 24 

tcagtggcag tgggtctggg acttcttact ctctcaccat cagcagagtg gaggctgaag 60 
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atgctgccac ttattactgc cagcagtgga c 91 



<210> 25 - , 

<211> 90 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of • Artificial Sequence: Synthetic DNA 
<400> 25 

gttttcccag tcacgaccgt acgtttgatt tccagcttgg tcccccctcc gaacgtgggt 60 
gggttactag tccactgctg gcagtaataa 90 

<210> 26 
<211> 99 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Synthetic DNA 
<400> 26 

caggaaacag ctatgacgcg gccgcgaccc ctcaccatgg gttggagcct catcttgctc 60 
ttccttgtcg ctgttgctac gcgtgtcctg tcccaggta 99 



<210> 27 
<211> 98 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Synthetic DNA 
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<400> 27 

atgtgtagcc agaagccttg caggacatct tcactgaggc cccagccttc accagctcag 60 
ccccaggctg ctgcagttgt acctgggaca ggacacgc 98 

<210> 28 
<211> 97 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Synthetic DNA 
<400> 28 

caaggcttct ggctacacat ttaccagtta caatatgcac tgggtaaaac agacacctgg 60 
tcggggcctg gaatggattg gagctattta tcccgga 97 

<210> 29 
<21.1> 99 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Synthetic DNA 
<400> 29 

gtaggctgtg ctggaggatt tgtctgcagt caatgtggcc ttgcctttga acttctgatt 60 
gtaggaagta tcaccatttc cgggataaat agctccaat 99 



<210> 30 
<211> 99 
<212> DNA 

<213> Artificial Sequence 
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<220> 

<223> Description of Artificial Sequence: Synthetic DNA 
<400> 30 

aatcctccag cacagcctac atgcagctca gcagcctgac atctgaggac tctgcggtct 60 
attactgtgc aagatcgact tactacggcg gtgactggt 99 

<210> 31 

<2"ll> 98 . 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Synthetic DNA 
<400> 31 

gttttcccag tcacgacggg cccttggtgg aggctgcaga gacggtgacc gtggtccctg 60 
cgccccagac attgaagtac cagtcaccgc cgtagtaa 98 

<210> 32 
<211> 25 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Synthetic DNA 
<400> 32 

gagctggtga agcctggggc ctcag * 
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